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DOF a b A OBFEICEEE 525 L RESF 7 L—FBZEE LW,

[0024]

AEMEPCERN SRS, HFE Btk 2. DAMAIE»HDScFv A
b OBEEEE 721347V — b (k.0 OBRENLEHRTS, ScFv Ab
BETALT 7L — MREWVZEDAMA FOFEICHT ABEAMERE S 25,

[0025]

DAM

AEMEPCEASh A, BE TDAM] X, RERER. 4 T hAr, 5
RRT., MERELESZ—, drEr, BRYT. REHIA S0 BX
CYREE (VAR fil, FER, $EEEBERE) 280N ZALIKEBES
N WEMRIGERiNE 28458208, ZhbBIRBEShEV., ZhboidHhix
GRS EICiZ, ApoE. Apo—SAA, BDNF, 2r¥Fbrurzqsr—
1. EGF, ENA—78, =3 %%, =3 &FLv—2 oI IYKFZA—2
. FGFERE, FGFHEEMFHEFMEEERT10 Marshall, 19
98, Nature Biotechnology. 16, 129), FLT3
YH R (Kimurab, 1997), 757#A4%> (CX3C) ., GDN
F. G-CSF, GM—CSF, GF—81, A>2Y>, IFN—y, IGF
-1, IGF—11, IL—1a, IL—18, IL—2, IL—3, IL—4
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. IL—-5, I1L—6, IL—7, IL—8 (72a. a. ). 1L—8 (77
a. a.).IL—-9, IL-10, IL—11, IL—12, IL—13, 1
L—15., IL—16, IL—17, IL—18 (IGIF) . A>EE> a,
AEEB, IP—10, ¥7F /%4 bMERT—2 (KGF—2) . KG
F. L7Fr LIF, DovRFI7F L, 22— -HEDHE. Hkan=—H
ERF, HEMEEF 78 Marshall, 1998, BiH) . M—CS
F.MDC (67a. a. ). MDC (69a. a. ). MCP—1 (MCAF
) . MCP—2, MCP—3, MCP—4, MDC (67a. a. ) . MDC (
69a. a. ) . MIG, MIP—1a, MIP—18, MIP—3a, MIP
—38. MIP—4, BHIEAERERF—1 MPIF—1) . NAP—2,
ma—nY ), MREERF, B—NGF, NT—3, NT—4, Frax%
F.M, PDGF—AA, PDGF—AB, PDGF—BB, PF—4, RAN
TES. SDF1a, SDF18, SCF, SCGF, %R T (SCF
). TARC, TGF—a, TGF—B, TGF—82, TGF—p 3, EE#
AT (TNF) ., TNF—a, TNF—8, TNIL—1, TPO, VEGF
. GCP—2, GRO/MGSA, GRO—8, BEXURGRO—y BNEEh 5
. IRBIZEBE SR,
[0026]

BEEOFIZIZ, TANA, HBEBLUOEERZONCEREEHELIMN,
NHCBEENRY, flE LT, WEEY A AR, b MYERET AR (
HIV) . Ay7AxrF, Bifi~A_AT A VA, B MLBEEYVA VA, 7
WRZA LA, T, FaAlE, A XPAFUA—BIUOERB YA LR, A
VINTEY Ry ZATANA, FPIRyTZRATANVR (FPV) | 2FV7T
Ry 7 ATANA, BREy 7 AT A4 VA, DNABRBERAR T 7 =T v
WA, @ TANVA, TF ) TANVA, ~SRATA VA RRAXLT T2 T
ANVA (VEE) PETh22, ZhbiBESNAZY, HEEMEOHIZIE,
TIIVT, A anyFIT, BHE-FUTERE, LYFRT, Ya—FE
FR=TZAF )T, FAERTFT 40 LY U A, {LBEHKE, WE, U7
FVTH., BERE, €7 0F4ar7, VATITHE, voli =W, KIEHE.
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~RA M, MREREBLOV NV ERTF 7 4 LAY U AEEAEIN, ZHHKE
EINRW, AEEFEROMIE, PIR Y TN RNY R
V= vawsT, ROV —VawnT, B —vawnT, AFxTal
—awnT, TIVN)—vavweT PTAPTRE, FrTARAER, b
VagwgrAa, TA=NR XTVITR, THVYTA=RB, THU RT A=
—BAFF=, THURNT A=ANZ L b —=RBI OO T F A7 4 7
A, VR VTTAw, MRV TIGATRE, FUTNRARIVTAL FU T PAR
VYUhparvu, AVARIB, A VAKRIRY, RFTVITR, X710
T7x—V, NI UFVVLR, KRBT UFVT LA AXUTR, ElkE,
U IFRBLUAS XERBEGENDH, ZHLIBEIRRY, R
BOBIE, TASATFLABLOREED VO BEEND, FE LWEER
RECrL, WEMMEL, MianNEHTh B,

[0027]
HELLIZ, DAMIGHIREAREARTSH 5.
[00238]

HELLX. DAMIBKBEEMERE ST (desease associated cell surf

ace molecule; DACSM) Th5D,
[0029]

AFEFIZINIZ. DACSMIZE, EEFL TS —REOEES R IE
DLETE—BFHR/REZN, THHIREISNZY, RERTLE7 % —0flic
3. ApoE. Apo—SAA, BDNF, IAr¥Frurzs2—1, EGF,
ENA—T78, =4 ¥#Fv )y, mF¥FL -2, =7 YFA—2 FGFERH
. FGFEEMRMEFMIBRERT10 Marshall, 1998, Nat
ure Biotechnology. 16, 129) ., FLT3VH»F (K
imurab, 1997) ., 757X )1% (CX3C) ., GDNF, G—CS
F, GM—CSF, GF—81, A»AU>», IFN—vy, IGF—1, IGF
—11, IL—-1l«a, IL—18, IL—2, IL—3, IL—4, IL—5,
1L—-6, IL—7, IL—8 (72a. a. )., IL—8 (77a. a. ) .
IL—9, 1IL—10, IL—11, IL—12, ITL—13, IL—15, 1
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L—16, IL-17, IL-18 (IGIF) , f»Etra, AL
LIP—-10, 53T /%A MRERT—-2 (KGF—2) . KGF., V7
LIF, VodR&rFr, 2a—F—HERE. BRan =——HERT. HIK
WEHR2E Marshall, 1998, gTH) . M—CSF., MDC (
67a. a. ) . MDC (69a. a. )., MCP—1 (MCAF) . MCP—
2. MCP—3, MCP—4, MDC (67a. a. ) . MDC (69a. a.
) .MIG, MIP—1la, MIP—18, MIP—3a, MIP—33, MI
P—4., BEEREAERN¥F—1 MPIF—1) . NAP—2, ==—1Y]J
v, MRRERTF. B—NGF, NT—3, NT—4, Frax&5FM, PD
GF—AA, PDGF—AB, PDGF—BB, PF—4, RANTES, SD
Flae, SDF18, SCF, SCGF, ¥ AT (SCF) ., TARC
. TGF—a, TGF—8, TGF—82, TGF—3 3, HBEEFLRF (TN
F) . TNF—a, TNF—8, TNIL—1, TPO, VEGF, GCP—2
. GRO/MGSA, GRO—8, GRO—y, HCC1, 1—-3093&%h
B, IhbICBESAW, ERETLVES X —OREL2BVA D392~
29 THD I5TFAEMFBLUCEHLY] (RA Meyersih. 1995,
VCH Publishers Inc.) ZUTFERHTZENTES 7T
AI )P T TR = AEuTdaTFAF—¥ (aFFF—ERY) | LT
v, BSOS E, MBSESHIRENZEE, BEOV ISR,
BE), ERAEBORRERETHRRE ST (5 T46R, BEEMFENRAKL
R sy. 3B REMSURZ E) . AEEDACSMIZIL, HRBREELEAE
B,
[0030]

PR EF=
APMEBRCEASND, A HURREERE] . BEELEIEFCHEET 2
FEEOREE VS, #lé LT, URRERT T, £h CEFIFBICEMNT 50
TR LA 2 AN (B L) KEETAmRERICEELES,
ZOLOSBFEEEOEIE, Davis, B.D. & Microbiology
. 3. Harper International Edition) iZi
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HEhTWa, FUFREER, AEBIC/ ERfiE EosEEEt-t v —7F
THOEL, Al LT, FUHREREZIL. BEREROEN L LTEA L, ISE
PERLCEREREI Y EEEENR (TAA) 254585,

[0031]

TAA

APMERCHEASIND, A EEEERLR (TAA) | 3. {LEDTAA
FREOFEALTF FEV S, R, S B 2 3 EEREEmn Gl
28 EIEET DRSS L - TRRENDI LD TH S, HE EE
MEFE (TAA) | i, EEME L ZOEE RS L 2 X5+ 5505
DEENEN, ZHIEIMETCHEET S,

[0032]

TAAOHNZE, MART—1 (THIfE— 112 L->CREBSh 3 BAERE)
. MAGE—1, MAGE—3, 5T4, gp100, BEEENE (CEA)
. BTSERERRMHE (PSA) . MUCIN (MUC—1) |, Fuir—ERng
ENAHB, IRHICEBEIARY, BIZEFELNTAARZ. MEEESTFTHY
 ZAUE, REROTL A MR ARBOLDICFEEL, R BRIV
FEITAERERY) OBNEENTHA D ThHD, AR, FEATAA
o Ry ARk EEICHR L THIRR 3wy, KERTH4, 514, 506
B P REBOYE ST CAMOFEIC L > TMOTAAZRE, B, BLO
ra— Ak T B ENTEA,

[0033]

5T4 TAA

TAA 5T4 (WO89,/07947%BHDOIE) i1, K —RITKEKS
o Twad, Zhid, BTAS RICBEIN DB, EERREMR e
FBNE —BNERICHBENS 7T 2kDaOELZ I ETHD, Zhit, E
PR LU BB R AEBICEHET A L5 ThDH, E N5 TA4DESR
BRI AN THD Myersh, 1994, J. Biol. Chem.
. 169, 9319~24) .,

[0034]
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I R 55 T

DAMIZIRE SR BB, V" KiEm7 =7 F—ieemE b d 2728
Wl b 200RBZV T INEVETHS (Bretsche rBLUC
ohn, 1970, Science, 169, 1042251049 ;Crab
tree, 1989, Science, 243, 355~361) , EEY/F
MIPURICKERN TH D, HEECBI 2 FEL S FAORMIc L v, B, Vo
SEROT R bR (Fu T AMIEE) BEE I, R ESE E K
RS HESI S NS (We 1 s s b, BTHD o Vo REEHALSED2DIT,
YA MIA ERZHRRETAE (APC) LICHET SHMRE R Y &7
VRICK o TERET A LB TEI/YU T T ADBLETH S,

[0035]

BERESN TS Z0 LD LRSS FRE8FEL, #55F. LFA
—3, ICAM—1, ICAM—23EENh3, APC LIZHFET AZEHLRFAR
MBS FiE. B7—1 (CD80Q) ., B7—2 (CD86) . BEXU'B7—3%
EUBT77IV—DAR—Thb, ZNHOHTiE, CD28 (WO92/
00092) (BELIMKETHRORLEERFERHML S5 —) 2500
VARRRICH T ARFRAM Lt X2 —D ) H o RThd, BRI EDBTT 7
IV —DRRDBA AL, MRS T FAE THRICERZEESZ D
T&% (Nunesb, 1996, J. Biol. Chem. ., 271, 159
1~1598),

[00356]

AFEHO 1 >OERFETIE. DAM (BB I L THESEEE2E T

HHWERFESF ([SCM] ) #88ScFv Ab#ZMAHTL,
[0037]

ScFv Abt#E

BFHHDOS c Fv AbERRELIIFERBOEZEOBEZERE»LBEEE
TRAERT B, AEHNDS cFv AbOUELDAMESEREMEZEEZELT
WAHRE, BScFv Ab, FHMScFv Ab., #i®, BEScFv

Ab, 2 ScFv Ab, H#EE#HILScFv Ab, BEF I HEE
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RS, BEEBIOHERTHVGES, Zhbilik, 7TIVBERERET
BT I BEREICES LEE Lo T 26 LSS D AMBEKEML
HTAScEFv Ab¥EEh3,

[0038]

AT TEf) 3. ~FF R, RUSTF R, AREZREREHDOS cFv
Ab LR—OHERMEEE T ORI EDE THVEITEOLFEHE L
Wi,

[0039]

ABEMEBPCER SRS, AFE IHEE £7203 158k K, ScFv
Ab DALREMBEEND, Z0 L) RBHOHIX, KBOT LI, T,
FRET I E~DEBBRTCHD, FELLIE, ScFv AbIZE, #H#ZDN
AHEWMERIHMEFEERE LT ZORAGORICL o CTERESN A2 & H—

PEEND,
[0040]

HELIEZ ScFv  Abik LFEMEMEHEN L TRRT S,
[0041]

LRIk

BHEADS cFv Ab¥ERTZFOERR FEnZ, FEE, M. L
WA, ScFv Ab T I JEES (REFEIE—H) OFEREEE
FALTERT D Z LT3, flzd, BRERCE o TRIFFEGRL. #
JEMLEIML, SHERASERE o M5 74—tk o THRBZ R TES (
B, Creighton, 1983, ¥ o _7HEERIVSGFORHE]
.WH Freeman and Co., New York., NY) , &~
TF ROMEEE . 7 /BT ERRESREIC L o THRTDIZ LN TED (
FlziX, = vk, Creighton, BIH) .

[004 2]

fExOFEMBEEN (Roberge JYH, 1995, Science, 26
9, 202~204) 2FHALTScFv AbTIhiIz0ZLEM KREtn s,
FEME, WA, b L IIEEDOBESENSREIT S 2 L8 TE, FlRIEREED
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BRIELEN>TABL 431 AT7FRFEHM# (Perkin Elmer

) AL THELAREIT > Z LB TES, &6IZ, ScFv Ab»biEa

ZENTELT I BESERIIZOMLBEOE S EHESKRPICELESE, ZL

T/ E oV Ty FERFFOMEREO—FBEROE S & H R LI b3

FEEFEALTHASOETERRS cFv Ab2AERTHZLENTES,
[004 3]

AREFAOYNDOEREETIE, ScFv Abda— FEFIEIZFDERA,
REVS, FHEE, W, b L IIEEHOSHE LA, s ECAM
DAL FERFEH L CERTAIENTES (Cartuther s MHbS,
1980, Nuc. Acids Res. Symp. Ser. , 215~23,
Horn Th, 1980, Nuc. Acids Res. Symp. Ser.
. 225~232%BBnzL) .,

[0044]

FELIE. ZFEHOS c Fv  Abld, EAES 1 CEHOT I/ BESZ

E W1EBBROZLE)
[0045]

HELLIE. ZFERADS cFv Abld, BEFAESICEHOT I/ BES %

e (R2EsROZL) ,
[0046]

HELLIE. ZERADS cFv Abld, BEAES4CTEHOT I/ BES %

i (MexzRBoOZL) ,
[0047]

7 3/ EBEE

AFMERCERASRS, BE (73 /BRI &, X7F R RUAFFR
B, &y ERY. ¥ E0—HEV D,

[0048]

FELLIZ, ScFv AbIE, HEScFv AbBLIUG/ ERRERBL

B ERITFERARS cFv AbTh2D,
[0049]
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AFEHOS cFv Ablk, REWICHEBESWEERBTHIESL, ¥V E
FEMOS ¢ Fv AbIZFWET, Xv U TERIFRALHAGDEE2ZE
BTELINFENICHBEL TWD R END L EMIND, —BRICHE I
90%%#B25 Bz, ScFv AbD95%, 98%., £4i1X99%) S
cFv Ab (BFAIES1, BIES3, TLHEFIES45E5L7TF VR
EOERA FruZ, HEE AR EEDR) 2E08RE. AEWHOS
cFv AbREEEEMICKEMINEETHD,

[0050]

73 /BRSO ERA REn Y S HEE

BEHOEFELWT I BERSIE, BFIES 1, BIES 3. ERERIIES
4IZREL, Zhik, AEHDS cFv Ab»bEBAZLBTEARIETT
R, BEOHBIE Wlrd, BEY A AR HEE A2 E) peEbhEH
FECY], MRS ER ZB X OEHA7F R b F 0B EELEEN 5,

[0051]

AFHITEL, MDTA X5 TA4LT I BRFIE S OIS 282+ 5 (
K2 6KIUEIET14BLT15), LEMloT, AFHIXERL, 1) Bl
BE14ACRBOT I/ BEFIEZETE/ X5 TAR)ATF RERIZEDER
BoAsEwZ, WL L EHEEFB LT
ii) ZOXIRAXETARINTF Fea—RTHILRTELRA T LETF
FEHI 2 BT 5, FE LI, X7 L3F FESL, BAEE 1 5CiE#Hoid
FlE7ixtoERER sxul, BiF. b LEHEEE2ET5,

[005 2]

Lo, REMT, ARHEPIORLET 2/ BEFIOERR, keuy
bLHEIFEEELIIZNRODT I/ BEFIZ 2 — FT DX 7 VAT FEFIOE
BRI AealZb L lFEkeRl 5,

[0053]

AFEBEOLIRCHE, HRBRRFICE, Dk < &b El X EREIES oRFIE O/,
FIBE 1, BFIEES 3. FHRERFIES 4 CHEHOT I BERSEELET I/
L _ALT, DR b 75%, 85%, EFIE90%FE—. HFELLIZ95%
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FIE9 8%R—OT I JEBHAEENS, fKlC, HRME, RENICE, FENA
EEEA LY b LABSBEECKAEATH D Z L BAMOESIFEE (Z0ME
TOTI /) LELLZRETHD, FEAOIRTIE, HEEXEZEEE (
Thbbh, EUOPNEE BEEETHT I BERE) LA TIENTE
B8, BFIR—HE L VO R TR E RFAT D EBHFE LY,

[005 4]

B, E£235 0 —RICIIES IR R TRREFILE 7 v 75 ADOTEIZX
STHEMDOHEZIT) Z RN TEA, ZThbDHRO Ay Ea—F T ul T 5
. 220U EoORFIOHERM% ZHETHZ LB TE 3,

[0055]

BRI LAY % EZHET L LR TES (Thbb, —FoRFIzil
OEFIEBIS, —FOBFIFOET I/ BEMOBRIIFORMGTS T I /B
EEC1RETOEZRETS) , 2hi [EXyy 7] T34/ A ben
5, HEIMIZIE, BN EOBREODIIR LTIOE I REXYy v T T4
A NETD,

[0056]

IR IR C—EB LAFETH I Lrb LT, fliE, thoR—o
BFIFHZBWT, 1 OOBAELERECL YV ZORDT I JBBERT FA
A PRBANDDT, BIEART 540 AL b E2ITo EAITHEEE %A IER
KD TAZLE2EBLTWRY, LT, 13 A FORFILELL, 24
e MR o 7 I @Rl e~ A7 s — &R T 2 & FTRAHRAB L OREE
EBRLIERERT 74 A MRERET D LS ICREFENTW S, RETHRERESR
BRICRDEICEFTIA LA MR ¥y 7)) #ATIZEICEY Z
n&E{7o,

[0057]

LL, ZRbn L0 EERFEL. AROFR—7 I /BB T, TE5K
P RNEYr TEETERINT T4 A2 b (2 >0 LERFIRE O BEEME K
XHETD) KLV EBOX Yy TE2FTETFA VAV REDBRWVWAaT
BRONIEIRTITA A MBREONE LI EEF Y v /I [ ¥y v 7S
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T =) BEET S, HENIZE, ¥y v TOFEICIIHENE VR 27 5
L, % vy 7HOFNTNOROERCIZL D NERAF VT o — 5T 77
4 XxyvFarr] BEATD, Zhidkb—ROCEREIRLTHWE XY v 7
RaFV T AT L THD, Dk, BX X v 7T A7 =Lk, Xodi
WXy v TERETARBLLT A VAV IBEOND, FEAEDT I ALY
MR ZIAI, Fx vy TXFAT 4 —RBETDHZERNTED, LivrL, 20
ORI Y 7 by =2 7T EERTAREET VAN MR ERT2 28
HELW, HIZiE. GCG Wisconsin Bestfityir— (
UTxZRoOZL) 2MEHTIEE. TIV/BRIADOT 740 ¥ v I F L
Fa4—i, Frv7TE—12THY, FHMETIE—4Th3,
[00538]

Lo T, R DFHREIZIX, By v 7P XFAT —52EEL
BB 74 A FNOERBUETHD, ZOXIRTIFA A NEFETT
BiroDEharva—F a5 h0% GCG Wisconsin Be
stfitNowhr—Y (g Rary K3, U, S. A, . Devereux
Hh, 1984, Nucleic Acids Research, 12, 387
) ThD, BEFENTEAMOY 7 by o7 ORNCH, KBy -ALDBLAS
TRy r—Y (Ausubelb, 1999, BitH, E18ELEBBOZE) |
FASTA (Atschulbd, 1990, J. Mol. Biol. ., 403~
410) . BXUGENEWORKS Ry —V V7 "bREENHM, Zhbic
REENARV, BLASTEIURFASTAREZATZSAVBIRT LS A
RETHATETHS (Ausubelb, 1999, BiH, 7~58167~
6 0%HBOZL) , LML, GCGBestfitFulSrxiTaiis
BIFELY, BLASTZEF LEEINIFHOY —NidET, Fo7EBX
VX7 AT FREFIDOHEICFIHETHS (FEMS Microbiol
Lett., 1999, 174 (2)., 247~50, FEMS Microb
iol. Lett., 1999, 177 (1), 187~8¥kUWtatian
a@ncbi. nlm. nih. govEBROIL) ,

[0059]
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BHAERME% ZR—MECE L THIETAZ ENTEXH L b T, 774
VA Y MEREETEHE,DOHERIZE STV, Fohb b, —Ricik
PRV E 7o B LIEBE \C B S e B O EBRIZ A = T & B D 2 T 5 LR
PR 2 7ITF AT A, HBIZERALEZZOL 5 75OFIEBLOSUMG
24151 (BLAST vl sy r—VHOF 740 MF) Thsd, GCG
Wiscons inZuZJ7Aaik, —ic, AT 7+ MEZRIERBEEER
TWBBEIEIHI AL LV BRARBOWThMNEHEAT D (862 5FMzON
THa—V—v==2T7VE2BBOZ L) , GCGAYr—VITIIANRT 7 4V
MEZFEHAL, oY 7 b =T OHESIIEBLOSUMSE 2R EDF 740 b
fTRRFERTA Z B EFE LY,

[0060]

—BY T FI T TCRBERT A A PR S L HEMEY%, FELL
IEAIE % EHETZ L AMETHD, BEMIZE, ZOY T =TT
IHEF LB O—ETV. 2EROBREIRTLND,

[0061]

AFHAOT I JBEINCET A TERR) F20k FEER . BSH
RO 12 (FIEED) 7/ MOLEOEBHE, T, &F. B#, XKk ¥
AR EER, Bohio T 2 BESIE, BEREM. FE L ITREE
FOESIROEFIEE 1. BEFES 3. EEFIERS4ICREOT I/ BES
L RA—DESIREEF T IR ERESEEE T D,

[006 2]

FEMEPOEFIROEFIES 1 b L IIEFES 3 2 EAFES4HL<
REFIEE 1 4%, AEPRICUET LN TES, BAMICIE., BIIOKE
BEMEEERT D IO CUEETO, AL, KERFIRLERE SRR LR
Bra8ai3. 1. 2, £7E33~1 0732007 IV BERLITIZ &
BTED, TI/BEBERICE, RBKFELRWT I 7offH282 L8 7T
x5,

[006 3]
AFHHAODS cFv AbixEi, bFhiaBbic L D ERNcEMAeScFv
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AbBBONET I/ BREORK, A, FEBHRLESSS, ScFv
Ab DFEAHEEDERINTWARY, BEOCEME, BAr, BME. Bkt
CBAEE., BXOEREMEEEICESHNTEERICT I JBEREITOIZ LN
TE5, B, ABEHMOT I /BRZIET ARG EUVBBI UV E I VEERNE
Fh, EEMOT7 I VBRI P rBLUTAX=URE TN, BEOBKES
B+ 2 EBEROBERNELSETHT7 I /B2y, fYafir, A)Y
V.V TRy TARGREY FAFIL By, bd=r 7
T=AT I BEOF R UBREERD, kRIS, A X5 TAEFICHER
+5,
[0064]

BIZIFLUT ORI ST, RIFHWEBREITO Z LMW TES, E2F o7 0
vIZHOTI /BEBLUGFELLEEIITOR—DOT A HFOT I /BEZR
TNEHBRTEZLENTES,

[0065]
[#1]
T 3 FEhmit GAP
ILV
mit — mE A CSTM
NQ
it — & DE
KR
HBE HFWY
[0066]

HELL, HEEScFv AbBIG/ RS cFv AbBIWS
FRFERRS cFv AbBIG/ E7i5 T4EM %, B EREHEAL
THET 2,

[0067]

AX 5 TABRFIOBRICEA LT, WAk, BEAESL 48 H{o7 I /81~
182REIV/ £/H13297~420004<tb1D, BHELLEEME, &b
HELIEETERL I EBFELY,
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[006 8]

X7 LA F FEFI

BEa—- FOMEOKRE LT, ZHOBRLHIX 7 VAT FEFIIREEHDOR
—DScFv Abka—FF3IrtNTERILRYEECERINS, &b
2, HEHL. BENAEFEERALT, ABAOScFv AbBBIAIND
EROKEOBEEYO =2 FrOEREE BT 5D RREAOX Y LS K
BFlick »Ta—FE&NaScFv AbIKEERLELLNWX I LT FESRE
THZERTELZENBEBRESID,

[0069]

ABHOEFFESS (M1E22RBoZ L) |, BIES7 (M2%2FRozl)
, FREESESS (K6 22RO L) WREOX Y UATF FEFICET 5 H
7 TEER) | DheaZ) | 23 TFHEE Kk BAEko 12 (Fkik
BEO) HBROEEOER, R, WE., B, EERENEER. Bohi
X7 vAF FEFL. HERBEE, % L IRHEEToRYIEORYIES 5
. BSIBE 7. FLEESIES SICREEOX 7 AT NS & R—oiE & Bt
#FTHScFv Abka—FT35,

[0070]

EEADEFES 1 SIZRBEHOX 7 AT FEFICRET A HE (BER) £z
i TERER) i, BFIERD 1o (FE3EE0) BEBofEoBH, £,
®E, B, K&, EREAMBEEN, BOhEX T LAF FEEFIX, A X5
TARYATF R, FE L EFRHETOEFIROEIIES 1 4 KRHORY
RTF FEFI%E =2 — RT3,

[0071]

Lo L5z, BFMERAECEL T, RIHEPICREOEFIR IR TESIC
FHUTHELLIEDRCEDLT75%, L0GFFELLIEDRELB86%. LT
FELLIFPRCLEI9 0% HFATH S, LOGFELIE, 2R<EDHIE%, £
DIFELLIFARLELI 8RHRTHS, X7 LAF FMERMEOKREZ ERO
E3ATHIZEHRTED, FF LWERAIE T2 75 Lk, EREOGCG Wi
sconsin BestfitmnFISAaChd, T74NVEAaT ) I4T
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ik, FR—DOX 7 LAF RIZonTiE1 0, FI R v FIZOVTIE— 9 DiE
EEERET D, T ANy » FERASF AT 4 —1X—50THY, EXI L
FF FIZoWTDF 74N v »w FHESFLT 4 —iZ—3Th 3,

[0072]

AREFEEL., RPEEPICEROESELITFOERER, Wb L EHEE
EE IR LEOEZOHETY L BRI T v FERTAZENTELX S
LA REFIZ G, X7 LAF RESIL, FFELIEDR<Eb 18X 7 1%
FrRE, FVHFFELIDAR<ESB20, 30, 40, FEELHOXZ VAT
ETha,

[007 3]
AX5T4BFIOBFICE LT, B, RIES 1 5ICRROMEE 1 ~5 4
BREIV/EFRIZE890~1263DFELIEFIR<ED 12, FFE L
&, ZLbHFE L2 TESL,

[007 4]

ATV » PR

APEMERCERAINRS, A5 (a7 0 o MBI ik, [EERENEES)
Flo k> THEMH L EET S TR BLUWRY 2 5 —VE#HG (PCR) Hiff
TIThRAME TR IEEN 2,

[0075]
FHEEBFICFEEOX 7 LA F FEAIE 13O0 & BROICAA 7Y v
FERT A Z LN TEARBAOR 7 LA FEFIX, RITHEF I RBEOXIE
TEHEIXZ VAT FEINCH LT, A< Eb 20, HFELIIEIPREL25F
721330, FlziEdia<tb40, 60, £hIX100ELFFRIULEOERX
7 LA R C—fRic D2 b 75%, HELIIES 5%ELIZT 0%,
LOFELLFPRLLB95%FERIT9 8%HERATHD, RFBHOEELNX
7 LA FEFIE, AREORSIRORFIER S5, BIES 7, BIIES ST
RERERFIBS 1 5IKEROX 7 LT FRFICAH L THE LI Db b
BO0WBEFITO0%., LVHFELLIZY 5 %HFARATZHORSIFORTIES 5
. BRAIERES 7, ERREAEES 8ICEHOX 7 L AF FESICH L CHER 28
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EETe,
[0076]

FI%E BRI 7Y » FERWREZR] X, 7o—7¢ LTERSRS XY
LA PRSI Z ARBEDOEN X 7 LAF FiFlE ANy 7 7500 RED L ERI
BNLARATT =T et Ty FERT S Z EBRMEN&ET CERT
B LEEWERTS, WX, A7V —=0FEN5 cDNAERIEY  ADNA
ATV —HIIFEETAIMDOR 7 LFF FESIODHIZ, Ny Z ZTT 70 B
A7V y FEEPEZVEDL, ZOFRTHE, Ay I 757 Fix, Fu—7¢
FEREMDNASA 77 ) —HLOMOMAEEAIL > TRETHV T F LD
LLEEHRL, EMNDNAREAL RO AERRENOHEEERO 1,/ 1 07
VHELLEL 10 0RMOMETHD, MAEEAOHRES, # 2 1T HE
Bru—7 (FlxiE, 5%P) Lo THIET S LN TE S,

[007 7]

AT v FEESEHEL, Berge rBEXUPKimme 1l (1987, [4
Fora—=THFAF] . Methods in Enzymology,
#152%, Academic Press, San Diego, CA) IZ
BOHMTBIVUTIZHEDO Ao PVzri—] OEZRDLHIC, BRES
BHEERORUR (Tm) 2FE3<,

[0078]

BEIZIE, RRA M) vV 2 i Tm—5C (Fe—7DTmdbv 5
CEW) THY, BAMNI P2y —ETmL VH5C~1 0CELS, HE®
AMYV Vi —iF, Tmd V1 0C~20CHES, BRI Pz i—
HETmdv20~25CHEy, HEFITEREINDLIC, BERORA I Pz
YI—TONATY y FEREERAL T, A—0X 7 AT FESIERE ik
BEL, PH (FRE) R PP —ToNL T Yy REREFEAL
TEUELEGEET AR X7 bAdF FESIZREE IR T2 8 TE 5

o

U

[0079]
FELUVERTHE, 2L, A MV Vo b8 ET WlziE 65CTE
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LU0, 1XSSC (1XSSC=0. 15M®NacCl, 0. 015M/ =y
BB hVY DL, pH7. 0) ) TEEHOXZ LAF FESIENATY v FIBEK
THILNTEAXY AT FERFIExGE 45, KRBEHAOX 7 L A5 REEFIH
ZEAETHAEE, BUELIGEASDEOWTIAD ZE b AITARHIIC S
ENnd, X7 LFdF FEFIR—FEHTHDHEE, X7 LT FEF|OMEHES b
FEABFOHMBARNICEEND LHREEND,

[0080]

ABEADOEFNZ1 0 0 %MHE TR WHBARAOHEEATH L X 7 LA F FEd
%, SBOFETHEDIZ LB TEL, FRBEEPICGRERORFIOMOERT %
L BRI, —EHEAOHBE» SERLAEDNATA 75 U —DRRIC L > TH
HILENTED, EDI, MOVA VR MEE HITHRERER Y, RS
PR CRHESh A T BIXE, Ty b, vUvR, v, BIUEE
R 28578 CE, Z0OREZ/BLIOEOR R IE—RCABMmER D
BB R OEF L BIPWNINA TV v FERTZZ LR TE S, hodiniE
PHERMLZcDNAZA 77V —%72id7 ) ADNATGA 7T ) —OBRRB X
VRA MY o Px v —DOEHESF T TARHOESIROEFIES 5. EIES
7. EBAER 8 F2IIESNES 1 S5ICTEHORX 7 UAT FESIOEE E 23—
EELTu—TTOIDLEY T4 T I —DBRBRICL > TZD L 5 i EH
LBIEBRTED, BUOBRFMEZEALT, £%HAOT I VBEBI O £k
X7 VAF FEFIofliten FB L USRS EGETEER 2155,

[0081]

ERERABIUOWS  TBREu %, REAOERFINORET 2/ BESZ2—F
TOHERAMBLIORER THOEFIZENT L IR LT A ~—2HH
TEHMEPCRAMALTHEDIZLNTES, AlLIX. 72/ BEFIDON D
DOERAREn OB L > TRFRAZFRTL LN TCED, Uik
GECAMODa L Ea—F 7 Ny TEERALT, BINT ZA A F2ITH
Zencxb, HlziE,. GCG Wisconsin PileUPXuarZA
BEL —RIFEHAEINTWDS, MEPCRTHEHENS T AM~—1%, 12%F/~
IEBEOBEREE S RO 5 —KHES 75 A ~—%#EH Lk
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Flora—=r FTHEALEZLOLE Y BENA N P v THER &R
B,
[0082]

HAHVE, BESTES (ERAORFFEOESIES S, BAEE 7, B
EB8., ¥iEFEE 1 SIIEROX Y LAF FEEFRE) OEERNER
FRICLSTIDEIRX I VLFAF FEEDZENTED, Ziud, Al X
7 VAT REFIRBRINHEOB IO = RUEBEE # BT 272912
AL b FUOEERKETHAIHREICHEATHVED, HITRESREEH
B ATEIEDERLRIX 7 LEAF FEINCEL>Ta2— RENAScFv Ab
DOFEERHRERMEZESED DI, tWOBRINOELREE LWV THS I,

[0083]

REFAOX 7 LAF FEFIEZFEHALT, 774 +— #Hl2iX, PCR7FA+
— QIOBEREROTZ A ~<—) ) | 7a—7 (B, BREE RS
PEAER A U CREROFBIC L » TH L8R A HH L CHEHR) 2 ERTS
X I LAF RIS e F—is s a— T BN TES, TORIRTT
A=—, 7a—7, BIOMHOWFE, 22<Etb15, HFELFDRED
20, FlAEPHR<EL25, 30, FRF40X7LEF FETHY, Zhb
bEEAPMEDCHERINAEARBAOAE (X7 V37 FEFl e Eh 5,

[0084]

EFEHEADDNARI X7 LAF FAREORX 7 LAF FESIBE T e—7 %,
Mz, AR, FRRUEERAAVTELSTEEOFRICL - TERT L Z AT
&3, Thokw, EEMNRFRCE-TrZu—tTh2 T3,

[0085]

—f%ic. FTEOEBEYIEZ—EIC 1 >OX 7 LT F¥ofld+ 25 Rl
EEUDERTFERCL T FA~v—%F8T 5, BELERNEMER L CZhET
SEMNE., UEIBTESCHATAIZ LB TES,

[0086]

—fxi, FlziE, PCR (RU AT —EEBEHERE) Fu—=r 7B fHL

TR FERAER LT, KV EWR 7 LFF FEFIEERTS, i, 7
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u— AT 5 Z L EFET S ENEFIERICBEST 5 — 07T M ~— B
XTI VAFFRL5~30) #EHTITRE, I/ ~v—%28HEmize MR
AL REmMRNAZERIZIcDNALEMIEZTRE, FTEOHERMSEIES L
AEBETTRY A5 —PEFERIS (PCR) 275 ITRE., HIBEEMR L L HEE
FTHLREE FxE, THe -2 L3 RGREHORBEIC L 5) | #MIED
NAZEWRTATRLA2EAET D, HMEDNARBEY R/ n—=r PRy 2—iC
Iu— b T 52 ERTED L DICEO L HIRERER E B L 22T T A
v—ERET B LBRTE D,
[0087]

Biio— FOAROHEIC L 0, EHMICR—CH 5 HEACSE/OT I/
BES% a— FTA3ODNARFIZHERA LT, ScFv AbZ/u—kB
SJUORBTHZENTED, YEZEDPHEMETIL I, RACHFELRVa R
ERETEXI VAT FEFIRa—FT5ScFv Ab%2ERTLZLHFEH
THEB, i, ScFv AbEBEZHINSE S0, RARKEET IS
DO LRSS LY bFTEORE CER#IRY) 25T 5B RNARS
BEERT A DI EOERAYE R EREDBETICFE LV K Mu
rray EbH, 1989, Nuc. Acids Res. . 17, 477~5
08) 2BIRTAZLBTER,

[0088]
EFEHD 1 H>DOERHETIE, ScFv Abii#azScFv AbTh?

[0089]
HFELLIZ, M#-ZXScFv Ab%, B/ ¥—%EHLTHAETS,
[0090]

Ry H—

WHSBTRMO L Y, 74— BRED LR OBRE~EAOERE 7]
BICTEPBERHTHIY—ATHD, FRHBLCERM LE, FRHOX
7 LT FEFIEEGTe s F—DEHMB LR FHEIERHAOX 7 LAF R &
S Ta—RENAZEFEHOZ 7 BORBOBERT, I DN AERCHEH
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Lz ooy 2 —Z VB (DNAEZ AV Y (BEcDNARYS
AR EDREDNALE AL M l) ) BEER IO E BN
aha, XD NABEWNCHEA LA Z—0flZid, 7523 N, Rl
CAIREE, EREVAAAREENDN, ThHIZBE SR,
[0091]
H#E [_U % —) 12X, BEAZ ¥ —BLO/ $hidpEER 7 ¥ —BNaE
ha,
[0092]
HER TRBAZ & —] ik, A EREREA Y ba /o7 A ERFEENTHE
RIBEEBWT 5,
[0093]
HFE TWEER~7 ¥ —| X, bHBENNOBIBITEEAZ LB TE HHE
MEEWRT S,
[0094]
#EODNA|
TA N AR EKREHDS cFv Ab%a— 13X 7 LATF Rigdle s
H. HE UL IIEEMIES 7 AN 2BERZ S e r & —%, |
MOBESY) & LCEERG TN TE D,
[0095]
APMEBRCHERSNS, B5E MBODNAL X, EERLZFHET 2720080
Fue— L HIIEEADS cFv Abxa—FT5X7 LAF FEK
EELTIAIFEWS, TTRAI FIMEBOEZREMDFICEETNRZNDT,
Zh#% [#f] DNAELKESR, ZOL3RDNATFRAI FRGEME (Bl
28) WRALESE., a—FE3ha¥ 78 (ScFv Ab#ZY) [d#ia
NTEEBLUORRREh 3,
[0096]
FEvA N REE
BBV, ARHADRX Y LAF FRAIEFtr 4 —%, YESHF TAMOME
RDIETANAFEW (M A7 =23y, BEERHR, =7 feRl—ia
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V. BIUOBRTHBEGRL Y) 2EA L CENAEEMRCBATAZ LS
TED,
[0097]

KEMEDCEASNS, AE (VA7 2Yay] i3, BIANLARY

F—%fEA L TEB T 2 ENRILEMRIC SES T TRE V),
[0098]

ARG RS AT 27 g VIBIZIEL, =L bRl —3 gy DNARME
FEi BBEEN NG AT s vy, BEDNABN NG AT =g s
LV URY—A, BREURI A, VRTZoZFr, BA T BB, B2
VHEREmBEEYE (CFA) (Nature Biotechnology
, 1996, 14, 556) , &iBAFy (AW, IFF=v 7V EF
CERBRIIDL) .1, 2—ER (FLFAarFdFy) —3— (RYAFL
FToEod) Fusiy (DOTAP) —alAFa—nL#E#ek Wol f Tk
UTrubetskoy, 1998, Nature Biotechnolog
v, 16, 421) | BLOZOMBELENREENS,

[0099]

EILEMMIIRIC X A EROBEEEHOMY A hE, FIZE NI AT s g
VEIDERE STV ORDRHD T AT s va yEffic kot LEE
2o, THHOEROENZ, B A A BFl2X, VB Y LBLTUDE
AE—FFA2bF2) BIWU R &2y b FlzE, VRV =774 (B
) BIO M A7 s 4L (FE) ) BPEEhd, BEMICE., BEBREEHE
FFURT 2T va LRI LREAE LTS E R B,

[0100]

A AR H—

BBV, ARHADRX Y LAF FRAIEFtr 4 —%, YESHF TAMOME
2 DA VAR FZE, B TANVART F— (b TR Bl
ARATA WA, BEOTT 2 OANARYE) TORGRRLY) 280 L CER
EEMBICBATEZLNTED,

[0101]
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HELLLE, R E TANART ZF—Thb, WHERL YA
ARG B, TT I OANARY B— TF M4 2 (AAV) 7
F= NVRAGANART Z— L B UANART Z— LF T A AN
TE—= R¥aa VA NART F— BT ATANVARY ZF— iR
DANARIF— (Kestlerbh, 1999, Human Gene Th
er. . 10 (10),1619~32%BROL) BELTNHB, Zhbic
FRE TR, VA NART F—O 6, B FEEIIENMARD 7 A 1 2 kY
ko T En3,

[0102]

L b RN H—

Vb oA A0k, vUARWRY AR (MLV) | & MREREY
ANAZ (HIV) ., UvEREEL YA 12 (E1AV) | TR T AL
(MMTV) , F7ARETYA LA (RSV) | ZVFIHEYA LA (Fus
V) . Ero—< Y RAEMBYALA Mo —MLV) . FBRY Y XEHEY
ANA (FBR MSV) , FR=o—<ZZAHEYA LA (Mo —MSV) | 7
AR w7 AAMBA A NVA (A—MLV) | BHEREY A NVZ—29 (MC
29) . BEIVMNIFRFERKETANVR (AEV) BEENDIN, ZNHIKEBES
e,

[0103]

BEFATOERICHE LAY ¥ —i3, B TA VAT Z— BB
e A ARy Z— (RRV) (LYFUALNRRTE—12E) THD,

[0104]

A Tz v ke 275 —] (RRV) X, HEARSOHFEETTR
NAZ/ AEERMICERET D ENRTE B TANRRT~DOF AL +SR
re AN ABGREREETHAZ %05, ERMIROBIECIL, EAHIRE
77 AOWEER L UMARALNEEND, RRVEANT Z—(Z L > CTEAMI
KHiXEENDHETA N A a— FEFIZFT 5, RRVIE, BEEMMRNTER
L ba A AR T EREET 2MTIAEMNARTETH S, BE. RRVII,
BWiEfgag—po lBIOFizite n vBEFRBLIO/ EERICSNHED
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OBETERLS, FEHORZF—%, A7 Uy b= brr7x—¢L
THEMTAZENTED, ATy b—A v brr7 Z—id, PCTHITFHM
W099,715683ZiHEhTns,

[0105]

e AN AOFEMARY A ML, Coffind (TbbrYyAfAA] | 1
997, Cold Spring Harbor Laboratory Pr
ess. J. M. Coffin, SM Hughes, HE Varmu si®.
758~763H) IKRHTZELNTES,

[0106]

L F A NART H—

LVoFUANAE, EREBLUVESEREMIIOET O LN TES, BRE
LF UL N ADENE, b FMEEREYA LA (HIV) | b FECHRERE
fEFEE (AIDS) OFRRAT. BLUYARERETALVA (S1V) BEE
AR, ZHHIZRESNARY, FEREL - FUASNABZIEL, T b E147
DEFEMHEANVA] visna,/maedi7A/VR (VMV) Z5UNIEEY
FRFIR WL T ANV (CAEV) | UEREREMTA LR (ETAV) |
BIUXbhMERBIN R amEREVANAR (FIV) | BLOY U RE
ReyAfrzx (BIV) BRE&Ehb,

[0107]

LyF A NAT 7 L) =L b v A LV RBIOBORER., LT UA
NAPGEREB IO LFME L LIRS IRNEFTHILTEHED (Lew
ish, 1992, EMBO. J. ., 11, 3053~3058;Lewis®
JOEmerman, 1994, J. Virol. ., 68, 510~5186),
ZHEH LT, oL rr oA LA (MLVAZRY) 11, ESZHE W2 35H
< L B 38 L OISR 2 RS AR &) IR TRETH B,

[01038]

T 0A A

EFHEAO 1 H>OEETIE, TF/IANAOEEEL R IA LR LF Y
ANADOBBTEENE DG, ZhEER U CEOMRICEEA U
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MR R BCERET A LS TEL—BEL MY VA L REAMEEERT S Z
LRTED, BREHADS cFv AbRERTHILICEBELEZOLI 2L B
oA VAELNNE, B ORBOBRICBNTEY (BEzide MY
) KB T AR TE A,

[0109]

Ry I ATA LR

AEFTCHEAINIFELWAZF—F, MBIRYy T RATA VAT H— (
MRy IZATANR (FPV) |, TV FERYTRATANVA, DIV =T oA
WA (NYVACRE) , 3F VTR ZATANA, MV ARE) Eidho
FEEMTANRART Z—F 2T, WOO5,/73001 8KERDLDARE)
THh B,

[0110]

ATV FOANRARY Z—

S HITLERBETIL, AFEMHE, £BHADS cFv Abka—F+5xX7
LT RESI DA EREBHAONA 7Y v P F—FRERHE L, Z0ORIT,
EODIANVARY Z—%a— R+ 5 1 DELEEZOELOTA VAT F—
EEH, BLORY F—i3, F 1 OEMHRICELE L CEOMaFTE IO T A
NWARZ Z—hRBETAZ N TE, F2O_7 ¥—1X, §H2OENMRICEE
BATHZLENTES,

[0111]

HBELIE, BLOXIE—5TT I/ UANART F—D0EDLPENCED
E, FLTC/ EREE2ZOVANART F—FL b T AR ELLE,
VFUAL VARG B —) InbEAIDENICESL,

[0112]

B~y 54—

IR TERLR7 #—) i, MlCBE o oAT 2y va v/ TREEAT
DPEEB IO ERMEOME TRRET 5 RAPEEENNO—EOMIAT (
BE., ERELIELORBA LG T M) KHRShs 72 —20n5,

[0113]

_37_



By F—

EEHEDScFv AbZEa—F4AX7 L3F FEFE, HAs 2 EBMAN
7 E—ICHBRALZ LR TE D, I F—EFEHALT, EeEEZMEFOX S
VAT FESIEEMT 22 2B TE D, Liedo T, AEHD 1 >OEMHET
ik, BFEEL, HRAST F—~ORBEHOX I LF FEFIOBA, BEEREE
BEMBA~ORZ Z—DEA, BLOWI ¥ —pPEET 5484 T CoBE TR
BIEIC X AERFEADS c Fv  Ab nfEBUEERMETS, ~J ¥ —%E M
HERT 2 ZLRTE S,

[0114]

BB & —

HELLEZ, 7 F—ICHASNAERRBHAOX Y LAF FEFIL, EEMRIC
LoTa—FRF (REBHOScFv Abma— REFARLY) #RBTAZ &
BCE BRESINAER TRICES S LTS (bbb, Ry F—3RH~<r
F—Th5B) , BXTEBIMACLoTEEENZScFv Ab%®, FHLEZ
EFB L O E2ER7 F—IEFE L TR T 20 MENCED D ZENTE D
o WEELWEANSESIZ, ScFv Aba— FEFZSHERERY ¥ —%
 BEOFEEZIIEEMBREICELAS cFv  Aba— FEFIOBIKEERT
BYTF NI EFER L TRAT DB TES,

[0115]

A o R

AERORy F—% DUFICEEO & 5 /0 2E T E L O idER
MPRCHREEREF X FNF A7 FLT, AEFOScFv Ab2RHRAT
BILENRTED, ZOAT 7, ScFv Ab%a—F¥3za— RO
R F L Lo THRETDHEE T TORRAS ¥ —CRHER L fE =/ &
B ERFENNEZERT A AT v L, FERBIRNICRBELEZScFvy A
b ZEILT B AT v FEEREL, 7 F—ik, FZE, BRES £EEBRRY
KRV X7 LAF FORBL T nt—4 — BLMEERINIC 2E—F—0DL
Falb—F =BT T7AIFERLRIVANARIEZ—THVED, 7 F—iX
v 1 DERITEROBR—F —&ET B2 LB~ 2 —HAOoME Y
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FAI FEREARF VA Y VIRERE T OHE, TrEY Y VIlEEET) 25
H5DH, AEADS cFv AbORBBL, MEHNICEELEIND L SBHRATH
> Th &L, BHMHBOEDIIHMAEERT HFHEH TH->TH LV, FHEHAR
BHEOGE., BERLE, FlXEsEEl~01 U7 a—F—E |, 7
FYAESERILIIPTG) OFEMCESTS e Fv AbEARBEETST
ENRTE D,

[0116]

ScFv Ab#EBEY

MeEx B

AEHOS cFv Ab%, $l2idMHBLUOREELE T DIC@ES
R LELTELEERDIZLNTED, MESF I EH - M —0flicix, 7
FFF L —S— 52725 —F¥ (GST) , 6xHis, GAL4 (DNA
BEREO/ EREEEEEIENAAY) | BEUB—HFF 7 F o —EREE
N5, BES T EA N F-OOFNE, PRI 87 E (iR
B2 VRV BTHY, BRELCEOEEABLURRERS CTHGST. B8
—HF 7 b BT EREA IV FEEROVRE AR 2E@E
Mz ScFv AbX U7 ENREENDIN, ZHHIZBESRAYL, HAHN
X, BEF R IBR, Fx VT ELATE (UVMETAT I (BSA) F
eixFx—hr—n ) Xy btV 7=y (KLH) ) 28585, KEHO—F
DREMFETIE, ~—F—ESNE, pQE~<7%— (Qiagen Inc.) TH
HNdPGentzb (1989, PNAS, 86, 821~824) [ZE#o
ARV AF IR TFRCHD, ZOLIREBEF VAT EE, B M
itchellbh, 1993, Yeast, b, 715~723ci#) T&S
WRRAAETH I, BRI o b 797 4=t o TEBITHEREN S,

[0117]

o 2 HEEMIL, ScFv Aboa— FERFIZAEES /37 B0k
BACT BRIV RXTFFRRAA B a—FTEHXI AT FESNICERFBTHZ &
BTE3 (Kroll DJb, 1993, DNA Cell Biol. . 1
2, 441~53) , ZOLHIBRBUERGICTE FAA ZE. &RFL— 1
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I_7F K (HEEBLECRERETAeAF V- NI 77 2V 2—L (P
orath J.. 1992, Protein Expr. Purif. ., 3—
26328 1) 7Y | AEGREI a7 v EORBRTAZTFaFA LV ARAL
¥, BEOFLAGSHE Bftg# 27 A (Immunex Corp. .
Seattle, WA) THIRIND FAAS VBEENDIHE, ZHHIZEEENL
720,

[0118]

e % T BRFIERETAEOOME S VT EA—- ML AHO S
SR EERINE DB D& Ry EafREEEE T Z E HEFTHVES, FlE LT
. ScFv AbZUIILTEBRM BT I LNTERLS51IZScF Yy

Ab%a—RT2X7 AT FEFI L EfES 37 BEES| & ORI EIRRRAL %
Bl ICMES R EERETA L L TED, BRINAL LS cFy
Ab LOMICENIAY 7 —EF BXARTELE=y7TuadxFb—F (Inv
itorogen, San Diego., CA) Z&¥) 25057 ¢ LEROE
FLCEHATHIRD, FELLE. BEF I EIL. ARHOT X /Bl
ZEScFv AbORBABRMERZINT 2RV,

[0119]

1-o0FE LWEREE T, B 2B, SRS T (SCM

) BELehra— RT3,
[0120]

S CMRE % v 08

A OSWAMRHHS T (SCM) . WILEWMRE oS WAEOY 7+
NATF RIS L ORISR R 2 MRS 7 A &L UTER T 240 72< &
b1ODELRD NAL VEEFURMERE Y VR 7ETHVED, £ DR
WMEAL %SRS CMOMARLEOFERETFRITHILELTED, SCME
EScFv Ab%, WREGOACMETOS CMa— FBETFORBIC L
STHERTHZEATELIDT, BEMRICE > CTH U7 BIZRM U ERD
FIRBEMIEETE. SRR Y 30 BB L ONE SR BB e e
bivd,
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[0121]

WO—A—92,000 9 2, WHLEWMIE LSS NIEERBFAA >
ORTOFFRMIE 2 K OBRIZENRTHB 7 — 1 OEMTEELEELTWS, #
EORE. T aRFF o MERTHRORME Y 7 A_TF REFERLE, W
O—A—92,700092xF7%, RFESa/Y) o OF cHKIC@MALTW5SB
7T— 1 OHBAN FAL 2 GMEF A7 EETERL WS, 0L 5 RaF
ik, THIfR LD CD 2 8iZfE& LT, THEMEZRWMT 5L 5 IERATHZ L
WTED, LHL, B7FEZIEB 7HEEXREAEREICEE S THRVESIT
PO T OL S REEAREZ 5,

[0122]

Gerstmayverb (1997, J. Immol. ., 158, 4584~
4590) it. ErbB2IEANARScFvO®RADERPichia pa
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TENTED  RBORE, EHN (HEEEHZLE) | B WA FRORE,
[E#E. HARRS., #IRAES, E RS, RARSE. $EERERS,

[0231]

R

FHENScFv AbBLIO FTEEhza—FT3NOI1 2E0ERM
Bk, EE (WO—A—98,709 985 KTHNERLRY) OIBBRICHEHT
BLENTED, BREESZTS0OIC, VALO—EEUTIRT w71
7 —VHER L F i TR EEE, PIRERME | fidEEsE (Theb
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H, MRBIO/ £ide MUERE RECEELRVEEEEL) KHT5
BEZR) ; VA AAB IO/ £l OMIENREECEET 2 HER ; v/
77— VB IO THIROMBAEBER GBI RT ¢ TRk F o ~DEERID
ERIVTHIIICKITS f a s LEFZ—RAD LFHHE ; BF L RVWHE
RISDOHEL L URE (BEEEY V~F250RE) | BEUECEET 2 RE
. T UAFR—FIG, WE, 2FMRY 7o b—F 2, BFER. BIUthoB R
PR BICEET ARE, 77 v —AENRIE(LAE, BUARRE L. EIRREE{L AL LDBYR
. EEEREE. GMEE. OHEE, MERERBR, WEREEERRE, iMoo
BRSO BT S RIE, LR, BIEERBR, BLUBBEOMOKE
. FFRRMEE, FFARZS, EAiMMbofFRE, TR, EtholEE, REkE
BR. FRIMMOBFRESL L OWRSER, FRELIMLOT SENRERE, REL
ELBMOEERE, BRABELIMMOEORES, BRAELIFREERE, &
ME. BRAME E ik G BEEREER., WEEERE, hEgEre, B
EPEFHE, T, TRETE, BLOMoORER LU/ E 2R RERER AR, %
W7 R ER, PRIE T R EE, AT R Rk, R, IRgHEEL, R
vHEREB . ARk, IRNRRE (B0, MEREL I EERERETRE) |
RRREIRS . MRS, WIREREMWE, BHEIRERBORER I ORIERS . IR
AME. BRI K 2 B ORE, BFEMERE T-AREERE, SRR METRE, fl203
FEABERR T ORE MR, RIS 28R LU F R RRERS
BEORSERERERICEET S RE, THREMER (CNS) ERIEMOBTIC
B HECREEBELIIRBE I DRBICEE T I RE (REBLO EiX
RIEFHIBERTHB) | R—F Y 9, A—F 2 Y RIBRAROSIHNES
L £ BER. AL DSBEERRMESHH 1 VEERE., 78y 79, &
FrA#ER, TAYAL v —BBLOCN S OMMOEMESE, WiE, 2K
B R b=y 2 RYAREGEE. ORERBLORERSS. B, Tk, K
%, maMI LA, Tk, SRR, motbuiREEs, B
ME, ¥7 - "EER, ¥ R LABREH, BESEE, BEERM, ¥
VEEERE, N F v b YR, BHEEERIRELE, CNSEBRFELIICN SHME
FIECN S DEROKIERS . BEMEBLOYR ha 7 s —OREHESS. &
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PR L ORAERSER B, il KL OSKEMRROREBE IRA, IMEEIIE,
BRMSFEMES 5w 7 | JRYME, F. BFRBEORESIEE I3t OB S OHE
BEOE2ERER. BETHREORER LU/ $lixaEaiER L URIHE
A Bz, DAV AZ Y V7 COBRBCE D) | EEERES IO i
R 2 B £ 7 ET B 7, BERERILY U ABREORDIC L o
THIREZGALFEEREE B3, AR 2EEEEEghTostd, X
RELIZATHME, ik BIORE (AE. B, 8. L X X=X —
H—, RRELIADORBEBR S) OBEOEROBHEAEROFRE IO
FELIRRADA 1 D SHEERE, HEOEBERBIZIZ. UTHEEN DM,
IRBIZBEES RV BREE LB LB olE (AE:eE) | EEER
7, BHEE (B, LEE) | EHRE, wEREE FSa—v. BLT
(EIRPEPISRIE, BMERRE Y U~ R, REBRMEFHERSE (FL2 T RHEE
fE, RBEMBYE, REENE., AEBRIER, MEFERNE. KERERIEY
FESE, NA_A—TRRE) ARG — v 2 NHERER  LHOLESE ST
DEFA ; BNMEILRE, MARBEE, mERKEE. AGRIFERR. &ERE
MRS ; IRIEIR: ; BIERIRE RS ; BMMEREF ML  FEMETRNE
RS REIEE | BERRDIMEE R ~ D A3 2 —EERE, B, 0¥
Rk, Wi, PEIR. ARE. B L UMBIERK,
[0232]

£y, 1]l

Eil 1 —5T4ScFv AbBLULV ba ULV AOBE—E~D7
F—DikiE

v ASTAE ) Zu—FAHilEEa—F+23 cDNAR I u—fk L. (B
HIREINIC L > TERFRET D ( [HfE#E BT 7u—F] McCa f
fertybf. 1996, OUP) ., FEOAEHORINZMHEH LTS cFv
PR BET S LB CED, 5T4ScFv. 1:EEINE5T4ScFv®d
a— NELF (BeZIE S 1) 2K 1R T, Z04FTid, DNARSNL, w7 A
5T4E/7ua—FAflEBkOVH, E0®AIC1 57 I 7EBEAERED i—
BEIUw VA TAFMKOVILEREa— N353, AIEKEY »H—ik, 32—
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OFI /NS g ly—gly—gly—gly—ser®a—FL, REEZE
77 AIFHRE. col i PCEETHGA I KIER OHE % O fEikt: & 58
TAHOICXEDOBDODN ABRFEELEEE /M2 LT3,
[0233]

DNAZEY k

By b1 —FEREGBY S TFARBL OV I FARTF R

EREBNRRERAAES L OV LBV 0 b OB W E1T 5 Te iz, AT OEFIZ M
AL,

[f1]

aagettCCACCATGGGATGGAGCTGTATCATCCTCTTCTTGGTAGCAACAGCT
ACAGGTGTCCACTCC

[0234]

Zhid, BEARZF—TOru—=r AICBEOEVWHIind 11 1HIRE
fr URICER) | WEAEMWMIAD o o L ABEREIREY L (ANNATGP
u) . BIURES w7 ) VBETHEROY ZFHAESIO 2 — FEEF % ST,

[0235]

vy h2—scFv

5T4ScFv. 10RWHSOEMNER1ICRT, ZOHT%, Vh— (g
lyy,—ser) gV orh——VI1ELTRTZENRTED,

[0236]

5T4ScFv2 AbiE, V1I—WERI A A—VhOEETERELEZST
4 EHES O E, ZOBE, Vrh—ik, 2071 BXTFF (gly
oo ser) FZa—FT3, FVEWIVI—IZEY, VEREIA VMR ZD
NEHCHEETHHEBICS ¢ FvOMATTHRHRENS, (Pluckthun
B, [HEEE: BT 2 —F] . McCaffertybi, 1996,
ouP),

[0237]

5TA48ENS c F v
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b MR TCOS TA%EBNS c FvOREEAOKLDIZ, B ee—F -8k
VCRY 7T F =k P L OFE F ¢, a— FESlE~<7F%—pClneo (P
rome ga) [ZHATSH, a—FEKROS™ RKMTHEy M1 BEROFREL
VIFAMBEIURES 0T Y Y —F— (T FARTFR) B E Y, WL
B ED S ¢ F v OB RHMETERT 5,

[02338]

EHAZ2Z—ScFv AbRa—RIaRASIF—TOwI/uryyr—v  H

WONT AT =T ay
[0239]

ERRSHENTIE (SandlieBlUMichaelsen, 1996,
THEERE BB T 7o —F] McCaffertybi, FOE) kb
EREHMAB L OKRE Bl2iE, Cel lPro®Ceprate) KXV KRH
T, REMERAEEL e MREM» DHEET 2, #E5Ml FERCHERE) %
TG AF v I ~O—BROBEEREIZL->TE/L, EEMRO 1 ~3BEROERICK
o T=ruy 7 U LREKICH> THRE SILESED LA TE S,

[0240]

HERLIWe/n7r—V%b MEEFTScFv Ab2FHFATHZENRT
XBDRBARIF—TII AT 27 b5, BRERLABROEDIZ, Sc
Fv AbZhCMV—-MIEZa®E—#%——2o ¥ —ThbpCI (Pr
ome ga) ZRATEIRS Y —PCREASED, EBEEMEFERRDRZDIC
. hCMVFue—%—%474< s 1 OPHRE# G 7 ut—& — L BT
%, @7t —F—it, 3at—0~<~T7APGK HREZE+TIEWHHS
V TK7/n®—#—Th? (Firthb, 1994, Proc. Natl.
Acad. Sci. ., 91, 6496~6500) ,

[0241]

BxDOPT AT 27V a ERERALT, 74 —RERBIVwIu7y
—PRBATAHZ LM TE, ZOHERIE, RMTENMDNAXE (biolis
tics),xTbZbtuRb—vary BAFTUVPEES T AT 2sa s
BzIE, Superfect, Qiagen®EM NEENE, FREEEN
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B LIEEERERENSD DB TENT A —F5BE L THEE ORTIC
o TINLDEFEEITH, HHWE, KETT ) 7L NVART Z— (Mi ¢
robix Inec. ¥F¥2i¥Quantum Biotechnologies

Inc. ) REDTANART ZF—5FRTHLENTE B,

[0242]

Ei| 3 —B7—S cFvl& ¥ v 0 BORKE

B7—10MBENFAS %, RAROEL FBT7T— 120 78073 JBEE
1~12bICLoTEET D, ZOEET T T NRTF Fa— FEF| & il
ALT, 6T4%/7u—FAHEERDS c F v L ELHWEMES 7 8%
HETSH, 5T4S cFvoldzxK1IRT,

[0243]

B S F A2 AL T, e FB7T— 107 I /B2 1 50%IZ5
T4ScFvONEHREME LIZMEF /37 BEEa— FT5DNAx— Fighk
PRETL, 2oa—FEFB7—1. 5T4. 1 (EHEST) OEYIEX 2
Y, MEF 78k, B7—1E51E5T4S ¢ F vEdsl s oflic &4
(gly—gly—gly—gly—ser) A= —%&t, V. y—fEA
K (X LAF RT3 3MLELEDS) TOMRDB amH I HIRRFALDOEFA
&Y, 262 U —B1HRERE Y N VEORBEREREA S ) —=
YIHEETH B, M3k, MEX LV BEOBRRERT, K, ScFvAN
K THY, BTMEARAA VBRCKIHMCHDHBT7T—1. 5T4. 2 (K3b
) BRBEARETHD, ZOBE. RAB7—10a—FEFIOH (7T~
FREEERY) BUETHD, ZOHTHE, /EIT a7 ) —F—FF L
DY T FN_TF RE ScFvONEKRIANT 3,

[0244]

B 7 — 2 OFIRHIBHIAN FA A VB2 FERTHMES 7 BEORDIZ (Ge
rstmayerbh, 1997, J. Immunol. ., 158 (10)., 45
84~90) ., B7T—1EFDELVIZB 7 — 207 H_7F R L UMK
ARAL L BHEHATS, K4ik, SCM B7—2. 5T4. 1R RAA
YO a— R R, ik, ZOLTFANTF ROROE B 7 — 20K
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02257 BBIUNEREY I— (gly,—ser) a—FT5,
ZOBFORMTBamHIEHNEHFEALT, 5T4ScFv. 1DEKED A
AVEBATHZENTES, ZOESIZIE, B7—2 FAAL UBRRIEF
BONKBTHLIZOMEF I EEFWTDH LN TELLHDBT— 2
TFNRTFRREEND,

[0245]

FREINT c DNAZL, WLBYEEMIE T CRAET IWMASYRIA~7 ¥
—p CIIZHATA, ZOEMDEDHIZ, pCIORY Y I—~DfEARDER
SO LIRS EZBAL, £B1DATG= Fro+ CRICERREBEY 7 FC
CACCEFEMLIca— FEFID 5™ Kz, Vo v—RFZMHMT5, pCl
W ORREL A U e LB T Rakk (COS—14Y) WhFrRr7=2 b
LCSCMDEF 2R TS, pClBERNDEEI Yy NEAZEEIEY bO
BWE Rz A MERERAOBGTRERE LTEASRARBRS F—ict 7
rr—1ET 5,

[0246]

FEWH 4 —FWRRIES T (SCM) #81eScFv Ab%xa—FT5%
BRI Z—TDO~vru7ry—V/BHBERO NG RAT T a

BN BN TRIE (SandliedUMichael sen, 1996,
(iR ERIE  EEW 7 7o —F] .  McCaffertybim £9%E) ick3
EREHEBIOKE B2, Cell1Pro®Ceprate) ik KRHE
BC, REMERMEE e PR mA O HBET 2, BEME RENICERR) %
TIAF v 7 ~D—RDEERICL - TEAL, BEMIEO 1 ~3BROREICX
ST T 77—V ERBBICR > THREESEETAERTE S,

[0247]

HIRBLUOv/nry—U% b MIlBFCSCMEET?ScFv Ab%RRH
FTHZLENTEBRRBRAVZ—TIF A7 227 vT5, RS L~LEEO
=®HiZ, SCMEPhCMV-—MIEZaE—F——TrnPH—TChHoipCl (
Promega) FlAT5_7 4 -~ TRESES, EEBALEFERBOL
HIZ, hCMV 7 rE—F—%DL4<{ b1 2OHREXEL/RE—F—LE
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35, AT 2Ee—% ik, 3a—0O<vYAPGK HREX>HTAEMR
HSV TK7oe—4%—ThH2 (Firthd, 1994, Proc. Nat
1. Acad. Sci., 91, 6496~6500) ,
[02438]
HMeD I A7z aBEEFERALT, X/ F—FHRBLI G~ 707>
—VIBATRZLENTE, ZoFHRICE, RFHEIDNAZKE (biolis
tics) . =bZbuRb—var, BAFrvHBEMN VT ATz var
BZIE, Superfect. Qiagendffifl) REEIDH, FHEERN
BELERERFHREGILDIENLTEINTA—F2EZE L CTREEORTRIC
o TINLDEFEEIT), DWW, KMT7TF/ UANRRT & — (Mi ¢
robix Inec. ¥%FQuantum Biotechnologies
Inc. ) REDUANARRZ Z—RFERATEENTE S,
[0249]
EWF S5 -—CTLA—4BLU5 T4 —PFERBMMICHEST S S CMOSHT
ScFv Ab—SCM@AF " "ZEDBT7—1¥7%EB7—2 FAA ik
. b FTHIRFTEGETSCD 2 8 BLUCTL A— 4 IZHRMICEE TS LT
HBaEns, THRERZZIEICTLA—4F2IECD28TrF A7 L
F ¥ A == ANLA S —PIBHMIE~DREGE, LTOX3CFACSHHT&H
ALTRETS, 5X10°OCTLA—-4¥IUENMEELZRICTLA—4%
RSEMOME GEFF 2727 FCHOMMA) %, SCMEEFT—EM F
FLUAT7xZ PLIECOS—1MEERDO. 1mlOEELEEKLKIC4TCTL
R v F a_— 93, MlaEEE L, B7 FAL VICRHEENZ lmg DT/
yu—Fafitk (HlziE, Mab 9E10) ¢DArFa— g, FI
TCEHBYXFH~7A21gG (Pharmacia) ZHEML, FACSHHT
B,
[0250]
S5TAHEDS ¢ FvOfEéssds, EHMERBHES T4HE (6T4 7027
=7 b/AMIRR) Fhik=r be—adia (A9) ML CRARICHMT 5

o
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[0251]

EHEH 6 — FRFRIEIEE D547

HC1 1#la72®Ba l b/ c BEOWML S~V AMIaE, BB~ 7 ¥
—pClneolllAZIE F5T4HH Myersb, 1994, J. B
iol. Chem. , 269, 9319~9324) #a—F+5cDNATH
FUART 2T bTB,

[0252]

Balb,/cvUABEEDREIRTMIELZ, E¥EMNLTFIE (Johnstone
BELUPThorpe, 1996, I%EH¥E] ., Blackwel 1, HF4E)
CHBTA, 10ng/ml PMA (Sigma) BEX100U/mlkEk
1L—2 (Boehringer Mannhe im) 0P cnl~2
AOA vFa—a AL > CTHRZ FHEIKT 5, SCMBEEFTHS
YAZx 7 PLIZCOSHIMERDO., 1ml1ETHOEBZEY, HC11—-5
TARIKEE 9 6 7 LORMBEREE b LB WT 1 0%, 7 = /LT 2 FR1
YFa— kB, 1 0°ETOFHIETHRESE Y = VZIFML, Mfa%E 0
. 25mC i,/ YA DPH—FIVTHNAL, *SH-F IV OfL5ARE
2 ARG v F L — e v O =R A LTRIET 5,

[0253]

EHEH 7 — BT T I T B R OS5

b b5 T4RFEBET T A7=7 FLEZHCL 184, Balb. ¢
v~ ADEEL L TREEYS, SCMBELEFB7—1. 5T4. 1£kiEB7
—2. 5T4. 1¥EEIMBRTFOEAEOEE., BHERTICEEMIZICEAL,
BEORERB LS CMELEFEAVERTERA LAY be—VBEORE
PEod—T35,

[0254]

EWF 8 —t Fo TAKKBENRMELZ L Z7EBT7T—1,/S c F v O

R T AEMZFHMEFEA LT, IEHY v -2 LT F5 T4
B~ AMa b 5 TAD VB LUV ICEELEB 7 — 10OV —F—E5H
L UMM R A A b BHESF 7 EERBET S,
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[0255]

B7. 1DMIEARAA LS cFvEOBERBICERLETERY 1 —%,
DUTFoF)IX I vFF REFEALEERES’ Sma IBIW3’ Spe IEH
TO2o00MEREAFVIAX I LFF FOT ==Y Tl -THEELE,
k5
[12])

5' GGG GGT GGT GGG AGC GGT GGT GGC GGC AGT GGC GGC GGC GGA A
3!

BLUTH
[1£3]

5' CTA GTT CCG CCG CCG CCA CTG CCG CCA CCA CCG CTC CCA CCA
CCCCC¥
[0256]
Sma IBLUSpelZNLTY I —%pBluescript (Str
atagene) {Z7ue—fLLTp LINK%ERHTZ, 5> Eco RIB
FU'3” Sma | EMEBATAUTOT 74 <v—%LictpLK444—mB

7. 1 (R. Germain NIH, USA»HEL) BROPCRIZELE-T
<UABT7. 1DVITFARTFE (sp) BIUHHANF AL L 2BEIESET-

EFATFAw—
[1£4]

5'C TCG AAT TCC ACC ATG GCT TGC AAT TGT CAG TTG ATGC 3’

WHET T A ~—
[ 5]

5'CTC CCC GGG CTT GCT ATC AGG AGG GTC TTC 3’
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[0257]

Eco RIBIUFSmal®%ALTB7. 1EHEpL INKIZZ -1k

LTpBS/B7Link%ER&EET,
[0258]

PHEN1—5T4 ScFvHE¥XMDP5 SpelBLU3’ Not I#Hirk
BATHUTOT 54— N LTE TARKANS cF vV BIUV, ZHIE
TR,

EFMT A v—

[it6]

5 CTC ACT AGT GAG GTC CAG CTT CAG CAG TC ¥

WHWRT TG A ~—
[1£ 7]

5" CTC GCG GCC GCT TAC CGT TTG ATT TCC AGC TTG GTG CCT CCA CC

R

PBS/B7Link#%#Spe IBLUNotITHIELT, ScFviFA4F
—PFLTEFIFESL11 (B7TLinkScFvEsl (X5) ) OEFINLALB0
BM?2 3 3 &BRREH/,

[0259]

IOBEEEALTHERARZ ¥ — B Vir TR LYFUANL
AR, TTFIVANA, B ZAGANA, TIVZTOANVA AFaayf il
R) BHETIZLNTEL, L5 F—RERALT, BEOERBE
BHENTAZLBTEE, BEMRIZRG Y A7 BEREITH DI, Mt
AR E—FERALT, v 7u7y—U /HEK,/CD3 4 +Hillc=7 AERT
HHEAL, BEHFICE- TRECET, ZoMiabEEic@mxinsd, ScFv
k. EEMIRERE LIC R T ARENERSE (B 5T4) WHETS (
Myersb, 1994, JBC), B77uiifr Ml HziE, w7
77—, BRI, BLOBMR) oXEEcRHsh3, Ziui, CD4B
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FUCD SR ECERETSUHF L FCD2 8BETUCTL—A4 CHAEEHT
5, B7T—CD28/CTL—A4BLEUMHC 7S/ THRALEF¥—
OB EMFAICEY ., CD8 (HIREEETHIE) OMXEZETSIL—2
PHAIEMT2 (Linsley PS, Brady W, Grosmair
e L., . Aruffo A. ., Damle NK, Ledbetter JA
.J.Exp. Med., 1991, Mar 1, 173 (3).,721~73
0, CD28~OBMIREMIEB 70OMECLy THEMEBLI I L—
2 mMRNAZEEXRERHBIND] ) . BWETAVCBWNTB 7T TRFI AT
=7 b ENRZEEMIEEENREZRL TS (Townsend SE, Al
lison JP Science, 1993, 15, 259 (5093) . 3
68~370),
[0260]
EFO-—B7—1,/ScFvELRY—4%—ScFv (LScFv) Oo—if
PERHLF XU
B7—1,/ScF vO—BEREDOT-HIZ, Et "\CMVEH 7S5 AI RpC1
neo (Promega) L%, B7/ScFv%#Eco RI,/ No
t I TOMKICE>TOBM2 330089 HL, Eco RI/NotIT¥
HE{fbLiepClneocizrzu—fbliz, Vg IAI A (Profect
in, Promega) ZHEALTCEESZ7AI N2 293 THRICrNT A
=7 vartHZE CHBA Y R By —BERR ST, ERKM ., B
FEHHER LRCEET 2, v UnEOERERLD S50, EniERiE
Bl (Gibco BRL) 2AL7, FFUAT7x27 v arhb36~48
RRRI%. LiEZEINL, Centriprep (Amicon, Glos. UK
) 107 4A4%— (10kDa%Br32TO¥ AT ERER/ BEILD)
BliCentricon (Amicon) 1074AE2—CARY Lk, L&
3 OfFICBMET 5,
[0261]

B 7— 1 24&%2EACEEENIT 2720, B7— 1R THEOKRENER (
FlxiZ, CD4+) OXREECEHENIREDOY H - FD1> (CTLA—4
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FIERHCD 2 8DWTRD) LOHEET A AT LATAIEBTERTNIER
LRV, B7T—1,/ScFv@leZ v BOEHEMEE, TORKRDIHT ¥
CTLA—4 (Ancell, MN, USAIZL>THIBEENTWACTLA4
— 1 gD BLUE F5T4%5FHTHAIMIEE ORIMREMERIZONT
S Ui, BEHLICRAIEE, M5 X1 0°DA9—h 5T4#a%, UK 6
=N FL—hf, 4CT1IHH1I00u 1 ®PB7. 1,/ ScFvERIBELScEF
v EEOWTRE A o F o — L, BESR. MEZCTLA4—-1g (A
ncell) &1B@ArFaX—FL7E, BiEE. #65LKECTLA4 -1 g
Z, FITCHgH U Al g (Dako) ZERLTRHRHELE,
[026 2]

WRICEY, e FETABEMAOMBEEG~DS cFvaEMLTHELEBT
— 1M RAL 2T AHCTLA— 1 g DEEHROHENS, 5T 4EHEA
MO ETEEOXRZICEY, BTOCTLA4—1 gL OHEEEARBIVS
cFvd5T4LOREEAPERANTHLD ZEBTENS,

[0263]

FHEBH 1 0—ScFv—1 gGRAZLRIE

ScFv—1 gGhiEs

BUERBALAESIB X O s 7 ) v k B T ARTF FEa— RT3
A%, T=—0 7 LEHBETHS’ RMCHNEX h o IEIEEL, S5
XbalB@EMHs EHBLIOGPs t IEEMHES EHEKHETALUTD 220
AL ) IX 7 LFF FE LTERT S -

[1 8]

ctagactcgagCCACC ATG GGA TGG AGC TGT ATC ATC CTC TTC TTG GTA
GCA ACA GCT ACA GGT GTC CAC TCC GAG GTC CAG ctgea

BLW
[1£9]
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g CTG GAC CTC GGA GTG GAC ACC TGT AGC TGT TGC TAC CAA GAA
GAG GAT GAT ACA GCT CCA TCC CAT GGTGGctcgagt

[0264]

WNT, ZhaXbalBXOPs t I THIEHELZpBluescrip
tII (Stratagene) Z7u—fkLTpBSII Leader#®
BRI 2,

[0265]

EHOL’ KPP st [y, 3° RiicHind 11 1%2MARAALELL
T4 IAXZVvAF REHEHALT, PCRIZE-T, 5T4 ScFv#%pH
EN1»GHEETS .

[f£10]
GTC CAGCTG CAGCAGTCT GG
BIW
[1t11]
CGTITGATTIC AAGCTT GGT GC
[0266]

WRNT, ZRHOBRCHIBEIEL, A—OBETHRBELLZpBS T 1,/
LeaderiZ#iAL, pBSII/Leader,/ScFv&/Egt+s,
[0267]

5’ FMCHind 11 I8, 3" EMIZXh o I HTEHEARATLLLT
DX IX I VFF REFRALTZe— b L@ EF6PCRICE->THI
gGlEFREHEIED
[1t1 2]

gege AAG CTT gaa ate aaa cgg GCC TCC ACC AAG GGC CCA

BIT
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[ 1 3]

gege ctegag TCA TTT ACC CGG AGA CAG GG

[0268]

WNT, ZnbDEECTHIRRHEIL L, F—OBECHIRRBELLZpBSI I/
Leader, ScFvit#AL, pBSII Leader,/ ScFv./HG
1 %282, ZOBEHOEF %, K4 (BEFES10) 7T,

[0269]

LOMEEFEALTHBR A ¥ — @FZE, Ve TS LR LYF AL
AR, TTIOANA, Ry TATANVR, DIZTUANAR, A¥=nvA)L
R) BHEETLHZLNTED, ZOLRI 4 —%2FEHALT, BEOEEICE
BERNTAZENTED, BECMEY VR IELREEIT LI, iz~
7 E—RERLC, v/un77y—Y Bk CD3 4+l AR THRE
AL, AL > TRZERRET, ZoMBREECRXENS, ScFvid,
MEEMRE LICHRRT 2 HRAERETR BlZE 5T4) KWEHETH My
ersb, 1994, JBC) , HELAEI g Gk, EESMNICHEREAEEMEME
MEEEL LTAMOBEBOES 2N U TRENEEDHELEETS Munn
H, Can. Res. . 1991, BiH, Primusb, 1993, Canc
er Res. . piH) .

[0270]

FEHiFl11—ScFv—IgELl (1 gE 1EHETL) OBEE

X 7 iR TES (BFES2) 6 b5T4ScFv—b b1l gEBEEER
HOEL OREEEY 2 ERT D,

[0271]

RTIZLEDE FBHIFRRNABERDO cDNABLUSE Ri{licHind 11
18z, 3° FMZX h o I EHARARLUTOAY IX7 LS FEEH
L7ZPCRICL At 1 g E 1 BEHEFETMOMBIRIC L - TZ OREHEY & R
ER-I

[0272]
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[1t1 4]

gege AAG CTT gaa atc aaa cgg GCC TCC ACA CAG AGC CCA

BIW
[1t1 5]

gege ctegag TCA TTT ACC GGG ATT TAC AGA

[027 3]

WWT, ZhHDERCTHIBEL L, A—oOBEcHIRE{LLZpBSI 1,/
Leader,/ScFvit# AL, pBSII Leader,/ ScFv,/HE
1ZERT 2,

[0274]

FROEIIT, ScFv—1 g EREMLT. BOBRTHREAICHERZ VA L
ARG Z—IIMBALZ LA TED Flad, BEOMBICESEERNT 2. &
Howrur7y—V/ HEK/CD3 4 +fifaz =7 AR CTRECHEEATD)
o MEH T ERSWENTS ¢ FvIUBEMSIELE T2 EEMIACES
T5, 1 gEOMEEICL Y, IBMHEOEEILES LCHARE R I UKD
RESNDBITTHD, FER W, FROSHH) 1 g EMfaE SR
WOWTHEENRTWAE R DI, ZTHIZEY, BONRERGHEZ Y, HEEM
PEEINS (Capron M 1988, IERIZRITHHFER: LESK
—BIUCEM ] [T —BLUEREEEOESR] (Proc. 51 3[H
ERE7 VX —B L UBRAEFSHE) Hogrefe & Huber To
ronto, 6H) , ZOLdRFIERSICEEOWECLY, hoREZhR
KOWHHEABEISN DX T Th D, BEORETIE. MMT VHIEHFRNI g E

Ma b TORAFIC LY EEFEFEMMT VIR OHE#EESND LRENTND (
Nagy E Istanvan B, Sehon AH, 1991, Canc
er Immunol. . Immunotherapy. #£34%, 63~69
) o

[0275]
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EhiFl1 2—B 7, EGF O#%
B7—EGF&EEEBET

RBMEGFX7TF (T77EyvarBEBEX04571%8BoZL) 22—
FT2EETFEEFPOHBLAEZPCREWOpBS/B7L i nk~DWHAICE
->TB7—EGFDORISHENLIFERET D, ZoOmEME. K8 IxTEsl (E
51%513) 2673,

[0276]
MiEkk (293 Bk (ATCC:CRL1573) 22Y) »OHELA

RNADORTIR IS TER L c DNAZBEHAL, NRBIZS p e I HIFREEELE
MBLVCHKKINo t [ BUEFLUTOFY IX 7 LAF FE2ERLEZPC
RIZL->TDNAZHIET S,

[1t16]

GG ACT AGT AAT AGT GAC TCT GAA TGT CCC

B
[1t1 7]

ATT AGC GGC CGC TTA GCG CAG TTCCCACCACTTC

[0277]
BonEDFEERETHIBHELL, R—0BRCHERMEIELZpBS /B7L
inkik5A44%—FL, pBS/B7Link EGF%/EHT+5, ®\T. B
7Link EGF#EvFr2Eco RIBIUNotITHIWHL, Lac
ZEEFEEAELRWPHITI 1 1OHER (Soneokabd, 1995,
Nucl. Acid Res.. 23, 628) Izl AT3,

[0278]
ScFvDfbYiz, #OMET AL 72—t LCEWEAMEET 55K

REF B2, BEERICEEICEET e r b— 22802007
X —tfEET 5 LERERT) #ERT S,
[0279]
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ERo ko, elEnt, BORBFIREMAICGHERZ A LV ART Z—{Z
FARAT Z ERTED BlIZE, BEOMBRICEEES T, 8T >
—V /B CD3 4+HMlE S AR TRECHEEATS) , BlEdy
7EBPZWENTe r b—2HEEFTHEERRICEST 2,

[0280]

LEEERTF (EGF) i, #OUVH > Ferb—2 (EGFLE®7¥—) i
WETHDT, ScFvAAEIARD, Er b— 2 ESMRLFECEETS
(Hynes NE. Semin Cancer Biol.. 1993, Fe
b, 4 (1), 19~26, It MEEBITDerbB—2BEFOHERL
CBRIRE  EERRE L OME, FHREFLLTESR, BLIUERROBERNE L
TOFREME] ) . B7R7 e rME (FlE ~v7ueryyr—v, #hikia
. BLUB#MIR) oXEECAHERD, ZThid, CD4RBLIVCD 8Hika LI
BHETBIF L FCD28BLIUCTL —A4 LHAEEMNTS, B7T—CD28
SCTL—A4BLUMHC <75 b/ THlE L7 7 —ORBHEAEERC X
D, CD8 (MREFEETMR OWMAERETSIL -2 HABCHEMNTS (
Linsley PS, Brady W, Grosmaire L., Aruf
fo A..Damle NK, Ledbetter JA. J. Exp. Me
d. . 1991, Mar 1,173 (3), 721~730, [CD28~®
BHUEHELPUR B 7 OFEAIC L0 TSRS I NI L— 2 mRNAZEERN
FEFE SRS ) , BHETACEBWTB 7T TChI A7 =7 » SNZEEM
MIXBEREEmREZ <L TWw% (Townsend SE, Allison JP
Science, 1993, 15, 259 (5093) ., 368~370., [B
7T rA7 7 FEAEMKICE D CD 2 8 + TN OEHER R % O 5
) ) o B 7iEBMRRICE RN REETNRICHTASCTLRGEM LEE S
OT, BTOZOL S RHEEPEES S L HESh T3,

[0281]

EHEF 1 3 —MEWMEY A RET S MR OEL

PERHAALE L TROEERG TRHDL51E, ScFv—1 gGERET
., Xho IW{Lick>2TpBSII /L/ScFv./ hlgG1labilviL
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Xho IEMiZ ML Cp LXSNIZZu2—24bLTp LXSN,/ScFv—1
gGEEMTS, PV IVFIAIFHITHR (Landau & Littm
an, 1992, J. Virol, 66, 5110, Soneoka Yb, 1
995, NAR, 23, 628~633) ##FHL MLV gap—poliE
fzF (pCIEGPPD) BXU'VSV G=r_u—7 (pRV67) 28
R 272y varF7AI RickoTe MNElRMEEKR2 9 3 THIZ VA
NAEEB U, VAN AE 4 8RERICERL, ZhE2#EALTBHKO 21
#iga (ATCCEBCCL—10) ZWEEATS, BWHEANLK 2 4 FFEHE
L BEEEMA~D Img,/ mI G418 (Gibco BRL) oFEMckovwmyg
BAMRERIRTS, Bt =—BROEEEZRFUILL, Centriprep
(Amicon, Glos. UK) 107444 — (10kDa%#®Bz252TD
&R BEEANS) BLUCentricon (Amicon) 1
07 4 VF—TOBELDBEZ L > TEBME Lz, REEK 3 0BICERET 3,
[0282]
homaZ o8 E, EHlo7a ardEEHLTCXho 182 LTp
LXSNizzu—fhL, BBL, BT,
[0283]

WEDOY N NeRBT2Mial OfG Y R 7 BOREDF ACS 5T
ScFv—1gCREZ NI EREDOHE (£ F5T4) WBRENTHD )
EXPERETADIC, b MEMBIEER (EJ) £RE3h 5 T4 %2512
ZERTAMB, A9—h5T4 (Myersb, 1994, JBC) . BX
V5 TARAKRA9 —ne oDFACSHEIToT. H5X10ADA9E
7-RXE J#EEZAES6 VA7 L—bh (Falcon) T100u 1 0BG
L (L) @1 5HFRYWEFCACTTLERA L F=a—b U, e,
WELlkgr V8%, Sk Pl gG FITCHEHME (Dako) BHEAL
THHTS, Becton Dickinson FACSHEETHBREZSWL
7o FACSORERIZ., ScFvA LRI BEDORIPLRARNF s Tar ba—
NEFH LB LTS c Fv—1 g GIEEHTUELE 5 T 4 MR BT 5
EHIEEIID <1 1 0 gBEfLTHILETT, A9ne o DFACSIL,
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BE X R BEDS ¢ F vk OHFBENEGIIFELRVETT,
[0284]
MEFIGE—FITC (Dako) #FEALTRGF I EOREESEHRT
FTHLMME, FRREERKICScFv—1 gGOFACSHFEITH,
[0285]
FACSBLUHCl1l—erb— 24 (Hynesbh, 1990) %
FRALT, &I >WTB7  EGFRIEF 7 BEHH T2, CTLA4—
Ig (Ancell, USA) LT, WA LEMEY I EDOB 7THESS
DEWENE ST 5, iz A1 gG—F ITC®HEMLT, CTLA— 4%
ExFT,
[0286]
a5 TS
B7—scFvDFACSHIF
TiRO IS5 77 AIFpCIneo (Promega) HTscFv (E1
3B) OcEEE (ABBIURBHEEIERZDI) BEC NI A7 FLE
BHK— 2 1 Il S ORBUS L - Tz # 37 B4R ERI L, scFV
BETAFFIHESTAZ LN TE DL Z L EIEHATADIC, Zh oMl &
MERT AT 29 3THIRBERD LEEZh S5 T42%BTEHYTAAD
Milg (h5T4,/ <A T rMERRERED TCORER NI AT F b
) CEMLE, FITCRAE«HI sEhidaMy cHilfZEA LERHICL -
T. A9—D5TAMIA~D s c F v ORENHRENTNOT4EMAIne o
MR CREREN T, ZhRBSREDPENTRICHEE T N TED L
ZRLTHS (K14),
[0287]
B7—scFv&Uu_7E8NBT7. 1UHF (CTLA4) BLTh5T4
L ERRBETANRCFRCES T A LN TER L 2RI LDIRELARBFA
CSHT#ETW, A95T4BLETAOne ol A%Z s cFvdA, My c—H
isH T BRSBT7T—s cFviBEMERIIZ BT —s c Fvi&EpL 1
Fo—hL%E, B7. 1UVHFVFCTLA4—- T g%%MML, FITCHEw
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<A1l gGEFERALTHHLE (M15) , Myc—Hi s#7DOEELA
STARFEBLIVPCTLA—4~DOF AT EORINEEDOETEN -T2,
[0288]

5T4scFv HIgG1lZ I BEDHI

CMVII, 7ot — 2 —ORH T THOET4L s cFvDHRERIEST
4scFv—Hgl (#hFh, B1 3ABLUC) BEWEEDEENTOB
HK—2 1 DRER I AT a il Tt & o~y BaEl LU
o 16T AAISTAMBOFACS HiTE =T, MlE%E., sc FvoAi
FXidks cFv—HG1DOWTFhr2REH$T5BHK— 2 1 Milad koM BiE
LA vFa—FhL, ZOBYEFRI gG—F I TCE#BMREL A F a1
Lz, BHbENDLIT, sc Fv—HG 135 T4RBMBICHEESTHZ &
TE, Y¥HE Pl gG—F I TCERTUETHRETHZ LN TES, 16D
i, RAwA T UMEY — - RBBTHA METHESBED LRV h 5
TATRDOLNDZDT, ZHIMRERETHOS TADHFEILLDZ L ETT,

[0289]

scFv—Hy 1@&Z 78N A95 T4 MEOBMREIRRTS 2 BT
&5 Z L BT AP RERIRAL IR EENE (antibody dep
endent cell-mediated cytotoxicity) (A
DCC) 7ot TR—DEEEZEHALZ, A95T4B8LUne oMilaz s a
LT A THEALE, °'Cr TOEME, MALEL L s cFvD
HEiEscFv—Hy 1BAEBEDE AV FaX—F Uk, FH-CHBELRERE
WY A EREFM L, ARFRA ¥ 2_— LT, EEO1HE VFL—
AL ATT 4T DEDICRYH L,
ER% U TFO L ICHE L,

[#1]

AABBH - HEMBH x100
B KB — B R R8O
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[0290]
scFvDALEETAL, =777 —  EHULOBEMZEI>TH40%FE
THEM LTz, 5T 4AMEMIEEE T, BRI L7 (K1 7) ,
[0291]
EHF 1 4 —BWEFT MBI DHROHHT
TR ST BT (lziE, Strobeld, 1997, Cancer
Res. . 57,.1228~1232 ;McLeod®, 1997, Panc
reas, 14, 237~248%2BOZ L) ILLEMN-T, & MNEFHEED
FBEMRR O 2 BRI REFED [X—F] w7 R BN TA ERTH
#1535, MEEEKELRERENUARCBALLRAE Y 22TV EMEHT2
TEBTED, TRODYURE, AREAOBEFREROTMICET 284 €
FE LTHERTS, 7% —BLU0HEE B SSREEITESER S
L. BB L UROESHYIC BT HERENEL = —T5, ZOREHEHRLT
. ARAOEDRIGRERGEB LUK LED LR EREE BET D,
[0292]
ScFvElHZ 7 BOA Y ERTIEEEIMET —%
AFROBNE., —EO—KETERG Y o7 BEOFMEARBET LT
H3,
[0293]
CT26 (BALB,/ cFEOILRMCHEES LS (Brittain
5, 1980, Cancer Res. ., 40, 179~184) BX(’B16
(C57B6% U AHEDEARER) ICEIK~TUREFL, CT26HEBI
Bl 6RICREICHEERINTE PRIV~ TR T4 2RETH, v 7 A
1. V. B (M/NESZ235E8T574H, CT26) ERIZETES (CT2
6RBLUB16) LT1o0E FIEEDOHEERT S,
[0294]
EBRT VA
Ehr5T4 (CT26—h5T4) BERCT26—ne o&RBETHCT?2
6 Al
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Wfa%x, PBS, LScFv—1, LScFv—2, B7—ScFv, ScF
v—1g,tPHEArFaX—FL7,
[0295]
LScFv—1BLU2%BHKMIEKPCREIAIEE, LScFv—1%=
STARTLTEAFVUE T oM LTEBL, ScFv—2%REY A7 4%
FRLTRELEZ, B7—ScFv%2His#7 %M LUTCBHRKENORERL,
ScFv—1g#EEITLENMLTRELE, ERCTERLEES c Fvol
E%, FACS7vEAICBIFACT26—h5T4MBEOMKEORICHER
BT EDELE L TEE LY,
[0296]
CT26—h5T4BLPCT26—ne ofifiz, AMENKEScFvET
A Fa—FL, 1RFREA ¥ at—F L7, W%, 5X 1 0°EOM
#FRBALB,/ ¢~V AQOKREICE THES Lz,
[0297]
2ABICEERHEIE L. REEHE L,
[0298]
BRL14
9 :CT26—neo
LS c¢cFv— 1 TONRLSOMRHOBICERRETRDONT, HEEEE
2536 BRICPBS 2y b — v B UCTHEY 4 A1,/ 3 b3
[0299]
B10:CT26—h5T4
2TH5T4S c FvEEY LR LEBEEIZ, BERECHERDREEZEAL
7o 5T4ScFv—1TUELESEOYTTADSH40IE3 6 A BIZEER
FELR»olk, ScFv— 1AMEEHNIIZ, 36HBICPBS CABLLIE
EEVB1,/6 0RETHT,
[0300]
h5TA4%2%BTHLICBRIELI~ Y AREEK (B16) &ML THEMU
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DOEBEIT-BE, FHLEZS ¢ F vEES TR/ NORIEESREAHED Hh
o (M11BIT12%8BOZE) ., CT261%, B16MRIVELScF Yy
BEE L > THEEINEREERERECH T D EZERE D, 612, B16
MREIX= 7 A5 T4 5%FBR LARVOIZxt LT, CT26Milgid~rA5T4Dm
RNA%FT3,

[0301]

FeHbHE, CT26RBLUBLEvYAETMIBNTETAMKENScF
v~DB7TERIL] g GOMAITANTIXRZNE ) TH D, EE. ZBEAEL
HAEBRT, ScFvoORIZORMEBRMMEOFIITLY S c F vl §HED X
DHEEDTHEDZILERHELE (B7T—ScFv il LAZBIACORERFR
T) ., LENRST, ZhodFT—#ik, 5T4ETAREBNTS ¢ FvDATHE
EOWHECHERDEEZRL, ScF vIiCEE L REERS T IEEHENR
RSB E TRV Z & 2Rt

[0302]

FEHEF 1 5 —MEEEREHBET LV F UANNVART Z—OEA

pONYS8. 1SMTHOB7—5T4scFvRBEIUPL-—5T4scFvou
—=

pONYS8. 1SM (M18) i, CMVZ7urE—¥—DFHRICEED I u—
=V TENERETAELIAVAIZ—ThDd, Zhii, W099./326460
M 1o~ 7 ¥ —@EETHD, pONYS. 1SMiZ, EEhHEIAVE
Fl (1. 1kb) BIXORETAEIAVZLUAZE (L) ELUTHESR
BINEREIAVARZX—Th5D,

[0303]

PONYS8. 1SMIZB7—5T4scFviBlLeader—5T4sc
Fv (L=5T4scFv) 2Z7u—2ETa7-0l2, FTROZFA~—%2HFH
LT, BETOS5 KCSb f ITMBLUKIE2 FrobiZEco R
2 AAte i pBluescript ] IRFOIu—= 7 LHESR
B (EEHSBLV 02BROZ L) NHESIEEIET S, KkWT, HBEME
F—OBERTFOMEELIZpONY 8. 1 SMIZEET A4 — 15,
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[0304]
B7—5T4s cFvADODTFA~v—%LUTIZTRT,
S99 A<—1. B7—Sbt
[fk18]

ATCGCCTGCAGGCCACCATGGCTTGCAATTGTCAG

Sb { I#r=TH#

TPy ZFEF=RKFOHMTFERL, ATGHE = FUCTREZTIVWTN S,
[0305]

754 <w—2. 5T4s c—RI

[1t19]

GCGCGAATTCTTACCGTTTGATTTCCAGCTTGGT

Eco RIE=T#
TAA#IE =z Fr=KFORTIR
[0306]
HTNT, BOENEEMEZpONYS8. 1SMizZu—1fbLTH 1 9 a izl
DOFE & 37 BREEM B RT3,
[0307]
L—5T4s cFvHOTSA~—%2UTIZFRT,
FS{<w—1. L—Sbf
[1t2 0]

- ATCGCCTGCAGGCCACCATGGGATGGAGCTGTAT

Sb { I#r=TH#

a7 EF=ATORTHRTRL, ATGHKE= FUrcTRE5IVTVS,
[0308]

754 <w—2. 5T4s c—RI

[1k21]
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GCGCGAATTCTTACCGTTITGATTTCCAGCTTGGT

Eco RIEN=T#H
TAARIER Fr=XFORFHK
[0309]
WNT, BENEERMEZpONY 8. 1SMIzZun—1 LT 1 9 biziRH
DIRE BERT 5,
[0310]
I L—5itEks c FvOMAY TB IO n—=2
MIL—5scFviENATI R—<# (IL-5ZxT5k MeMa b %%
HTANAATY) F—<#SB2405 6345 "WOFAMULEMBEZERLER
T—PCRIZX->THANTS (Leckie, Am. J. Respir. Cr
it. Care Med. 159, A624, 1999), “OHHfix. C1a
ck s onbiCEBEHOEM ( BETEMELEE/ ZJu—FA %K . Br ]
Rheumatol., 1991, 30, Suppl. . 2. 36~9) &8
LT3, fHZR~iE, SB24056 3MENLERNALZHE TS,
oligo dTFIA4~v—%FEALEMMLVHEEZEALTE L OHOE
BRETY. ViBL OV, BETREN TS ~—%FEHALEZPCR (pKLin
kiZ/ n—= 735 00HBERETY (TRROLORE) | AIEWR) v —
B5 (Gly,Ser) ;#&tepBluescript IT SK (pBSI
1) 752K (”20) 25%) ILoTF 7L —Fc DNAZBIET S,
ZhCLY, —AR#EFA c DNABERENS (M19) , 5T4XT5s ¢
FvORBECREEOLD (EEH1 028RBoZ L) LELORRBEEE2—F
THZEREAV IAX 7 LAF R, aF v 7S, BRUZHoone M1 g«
B 7T E, s c FvoLlkfiiczan— 11443 (K21) ,
[0311]
WNT, TE2RBEWE, SbI IBLCFEco RITHOHHL, pONY
8. 1SMicZre—bT5 (K22),
[0312]
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HIVOz_"u—77o_"78gp 12 08BRENs ¢ FvOBARLTE
L7 a—=v

FHIVs cFv3 HIVODT L _Ro—FF0 3 78gpl120ZmAb %%
BT AIAALTY) F—<#k (mAb110. 3%2¥) (ConellybH, Vio
rology. 295, 554~557, 1994) MLFABMUAMEEHERL
7RT—PCRIZE > THANITE, HDNE, FESWEHEAL T MesEg
(Beiboer SHH, J.Mol. Biol., 2000, 296, 83
3~849%8HMDI L) ZEHEL, Ehhbs c FvEFETH, ZOHEM
., ClacksonblIRE8BOEMN ( BERTFERIELEE, Za—FHE] |
Br J] Rheumatol., 1991, 30, Suppl. ., 2, 36~
9) LELLTWS, MEIGENE, TV F—~ Il 2RNARRR
T5, oligo dT75A~v—%FEHLEMMLVFEEZFEHLCELO
HOEGWEITY, VB IOV BEFREN T FA~v—%2#ALZPCR (pK
LinkiZrzu—=r 7572000 BEREEMN (TRRObLDRE) | AIEHD
vh—WH (Gly,Ser) ;#8TrpBluescript 11 SK (p
BSII) 77XIF (K20) 2#8%) IZXoTTFr 7L —Fc DNAZHEIF
T5, ZhickY, —F#EEcDNABER SRS (M21) ., 5T 4kt
s cFvOBECEEOLD (EiEFI1 02RO L) LELOHERERGE
a— FNT328#HA ) IX T LFF R, aF v 78RS, BRUGWokoor +
I g kBEH 7 FN%E, s cFvdfilicro—t3 (K19),

[0313]
WWT, BEAEEME, Sbf IBLTPEco RITHEUVHL, pONY
8. 1SMicZu—AELT (E18) . K2 3im LiEBEYEERT S,
[0314]

EHEFl 1 6 —MEMEMERRATLITT /) VANARY Z—OEL
5TdscFvilgtEst, IL—5scFv, BLXUHIVgpl1l20sc
Fva RETOIHBZTT /) VA NADESE
PAdApt~DB7—5T4d4scFvBLURL—5T4scFv/u—=v
7
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CMVOFRIZ8DOEED I/ u—o v FEMN 2 HT BT T ) 74 L AEAAR
75— (pAdApt,. M24%BBHOZL) k. Crucell, Leide
n. Netherlands2bmiREN TN,

[0315]

PAJdAPtiZB7—5T4d4scFvBEU®Leader—5T4scFv (
L—5T4scFv) #/7u—ft32%HIZ, pBluescript 11
WFH7u— b L7y (EHfIsBLUL 028Bo L) HHEFI%Y
DHL., AFTORT =24 7 — T3,

[0316]

B7—5T4scFvH:B7—scFv#%XbalTiEklL, RELTEH
FiEEERL, Eco RITHETE, RK\TC, ZOBAF%ZHp a I BLVE
co RITFOHWEELLEPAdAD t_ZEX—IZSA5— 5 (K25A)

[0317]

L—5T4scFvH:L—5T4%Xho ITHKL, FELTEREEZ
BRL, Hpa I TFOMEILEZPAdAp t I F—ZFA4 5~ T 5B, ZD
#Rohfizr7e—r%2L—-5T4s cFvArd— bOERRFMIIZONTF =
w735 (®258B) .

[0318]

IL—5ENRs cFYvDpAdAp t TOZo—=

pBSIIicZzu—fbkLiL—scFv (Efiffll 328BozL) %, X
balTHEL, RELTEEREEZ/ERL, Eco RITHELTS. pAd
Apt~_7#—%Hind IIITHELL, BRELTEERELZERL, Ec
o RITHELTD, 22005F%7 45— L TLREOK2 5B LELOME
REARZ Z—pPH NS (Eco RIGIRBUEPBESHEESO 3™ Kk (H
ind 11 I#MOEEDCHEETIBEETOL KK KFETLIZLEER
<) e

[0319]

HIVOzZ_"a—7Z 7 Bgp 1l 20BN s cFvDra—=
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4
pBSIIiro—yfbLizL—scFv (EfEH13%83BOZE) &, X
balT#HbL, RELTHEERWEFEHL, Eco RITHETS, pAd
Apt~7#%—%Hind II1I1THLL, FRELTHEERREIFEREL, Ec
o RITHLTE, 22005975747 — L TEROR2 5B LELOM#HK
ZEARZ ZF—BELNE (Eco R IGBSBANBMESHELENO 3" R (H
ind 11 I¥MOFEDCEETIEETOL RN KHEETHIZ L2
<) e
[0320]
s c Fvill&BEMERMT MBI TT / VA NVADELE
s ¢ F vlE D P2 RIATIMBL2TT ) VA NVAEERT B0, Pe
r CH6Hlla%:, MEEEMBLOTT ) VA NVAY ) A7 Z— (Quantu
m Apligene, Harefield UK®M»AdEasy) 250%T
NOWBZBEARY F—T R NF L AT 22 MT5, ROT, M2 VA LVAEC
ruce l 178 haViE@®#o Lk 5 ZEIRT 3,
[0321]
Y
L7edo T, AEH L, REEEMRER~—— (DAM) Z@#Ts2&
NTEDHEERETS, ZhbohiEd, D AMEREREOBWIL I ONEEIC
ERATDZENTED,
[0322]
FMECREOSTOTITHIX. FPMEFTEEL UTHAAEND, BE
FOEER L UORBHL6®ET 22 . AEIIZFESL, Bfish TV 2aFHE
BLOROEL DEEREBLOEREENYUERICHA LN TEH D, REWLHK
EOFE LWERFBR L HCEH LTV A2, ST ROBIZEEHOFFEH 2
0L BRERFRBIGAEICHBENRZNEERENLIRETH D, EE, 57
AT OB ESFOYEE A ALRERHOERO L OICER L ERO’E
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FIG. 26
4% 5T 43— FEs

ATGCOTGGGGGGTECTCCCGGEGLCCCGLCGLCGGGGACGEECEETTECGGCTGGCCCEGCTEECGCTEETGLTICTEES
M 2 G G C S & G P A A G D G R L & L A R L A L V L L

CTGOGTCTCCTCETCCTEGETCACCTECTGGGCGCCCTCLGCCSCCGUCTCCACGTCOLUGCCLGGLCTCCGCGGEGTLCE
6 W ¥V § 3 § § L T 5 W A P § A A& A S T § 2 P A § A A S
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CGACCGGLGGCAGARCLGEACCTTCGAGGGCATGETGGCGGCTGCCITCCGAGCEGGLCGLGCGLTTCGLGGGCTGCAGT
5 D ® RBR Q@ N R § F £ & M ¥V A A& A L R A G R A L R G L Q
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ACCCCTGGGTCTGCGATTGTCACATGGCAGACATGGTGGCCTGGCTCAAGGAGACAGAGGTGGTGCCGGGCAAAGCCGGG
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CTCACCTGTGCATTCCCGGAGAAAATGAGGAATCGGGCCCTCTTGG&ACTCAACAGCTCCCACCTGGACTGTGACCCTAT
Lt T C A F P £ K M R N R A L L E L N § § 4 L O C D P

CCTCCCTCCATCCCTGCRGACTTCTTATGTCTTCCTAGGTATTGTCTTAGCCCTGATAGGCGCCATCTTCCTACTGGTTT
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TGTATTTGAACCGCAAGGGGATAAAGAAGTGGATGCATAACATCAGAGATGCCTGCAGGGATCACATGGAAGGGTATCAC
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TACAGATACGAAATCAATCCAGACCCCAGGTTAACAARCCTCAGTTCCAATTCGGATGTCTGA
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restricted to tha invention first mentionsd in the claims; it is covarad by claims Nos.:

Remark an Protest D The additional search fess were accompaniad by the applicant's protest.

Na protest accompanied the payment of addiional ssarch fees.
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Internationai Application No. PCT.GE 0D 04317

FURTHER INFORMATION CONTINUED FROM  PCTASA/ 210

This International Searching Authority found multiple {groups of)
inventions in this international application, as follows:

1. Claims;: 1-40

Use of an ScFv antibody against a disease associated
molecule in therapy. NucTeotide and amino acid sequences,
constructs, vectors, plasmids and host cells related to such
ScFv antibodies. Processes and methods for preparfng and
obtaining such ScFv antibodies and pharmaceutical
compositions comprising them.

2. Clatms: 41-44

Canine 5T4 tumour asseciated antigen, nucleotide sequences
encoding Tt and antfbedies against it
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intemational Application No. PCTAB 00 04317

FURTHER INFORMATION CONTINUED FRCHM  PCTASA/ 21

Continuation of Box [.2

Claims Nos.: 3¢

Claim 39 has not besn searched due to the lack of an adequate technical
definition of the claimed subjeci-matter. A definition of entities or
processes mersly with reference to the description and figures is not
sufficient for a meaningful search to be carried out.

The applicant’s attention is drawn to the fact that claims, or parts of
claims, relating to inventiens in respect of which no international
search report has been established nead not be the subject of an
internationat preliminary examination (Rule 66.1Ce) PCT). The applicant
is advised that the EPO policy when acting as an International
Preliminary £xamining Authority is normally not to carry out a
praliminary examination on matter which has not been searched. This is
the case irrespective of whether or not the claims zre amended following
receipt of the search report or during any Chapter II procedure.
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i ERNATIONAL SEARCH REPORT

Infermati<n en patent tamily menbers

Intsmatiomai Aprplication No

PCT/GB 00D/04317

Patant documant Pubtication Patent famiy { Publication
cited in s=arch repert date member{s) date
WO 9855607 A 10-12-1998 Al 7780198 A 21-12-1998
CN 1258319 7 28~06~2000
EP 1012259 A 28~06-2000
4O 995301 A G4~02-2000
WO 9945126 A 10-69-1999 Al 3266809 A 20-05-1909
Al 3267099 A 20-09-199%
EP 1068338 A 17~-01-z001
WO 9945127 A 10-09-199%
WD 9742329 A 13-11-1987 AU 719513 B 11-05-2800
AU 2645687 A 26-11-1997
BR 9708310 A 03-08~1999
CA 2250579 A 13-11-1997
CN 1217750 A 26-05-1999
£2 9803536 A 17-02-1989
EP 0896626 A 17-02-199%
HU 9901562 A 30-08-1999
JP 2000510692 T 22-08-2000
NO 985124 A 29-12-1998
PL 329871 A 12-04-1998
SK 154298 A 13-04-1999
TR a8l2227 7 21-07-2000
WO 8807947 A 0(8-09-198% AT 123652 T 15-06-1995
Al 3353989 A 22-09-198%
DE 68923027 D 20-07-1295
EP 0336562 A 11-16-1988
EP 0403559 A 27-12-1930
1L 72089 L 04-09-1982
us 58690563 A 09-02-1999
IAn 8901686 A 29-11-1989
WO 9812227 A Z26-03-1998 AU 4373197 A 14-04-1998
Wo 0029428 A 25-05-2000 Al 1394900 A 05-06-2000
EP 1036091 A 20-69-2000
GB 2347932 A

20-09-2000

Fomr POTHSAR T qratant tamily anmex| (July 1932)
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